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[wherein: A is a pyrrole ring; R 1 is an optionally substi- 
tuted phenyl or naphthyl group; R 2 is an optionally sub- 
stituted pyridyl or pyrimidinyl group; R 3 represents a 
group of the formula -X-R 4 , wherein X is a single bond 
or an alkenylene group, and R 4 is an optionally substi- 
tuted nitrogen-containing heterocyclyl group; selected 
from the group consisting of 8-azabicyclo[3.2.1 ]octenyi, 
9-azabicyclo[3.3.1]nonenyl and quinuclidinenyl groups, 
PROVIDED THAT said substituents R 1 and R 3 are 
bonded to the two atoms of said pyrrole ring which are 
adjacent to the atom of the pyrrole ring to which said 
substituent R 2 is bonded] have excellent inhibitory ac- 
tivity against the production of inflammatory cytokines. 
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[0001] The present invention relates to a series of heteroaryl-substituted pyrrole derivatives which have excellent 
inhibitory activity against the production of inflammatory cytokines such as interieukin (IL)-1 H -6 and IL-8 and tumor 
necrosis factor (TNF). particularly IL-1 and TNF. As a consequence, the compounds of the oresent invention have 
valuable ant.-pyret.c, analgesic, anti-viral and anti-inflammatory activity and are useful in the prophylaxis and treatment 
of autoimmune diseases such as chronic rheumatism, bone diseases such as osteoporosis and the many other dis- 
eases ,n which the above-described inflammatory cytokines take part. The invention also provides compositions con- 
taining these novel compounds, uses of said novel compounds and processes for their preparation 
[0002] Non-steroidal anti-inflammatory drugs (NSAIDs) have been widely used for the treatment and prophylaxis of 
various inflammatory diseases and in pain relief because they have, as their main pharmacological activity anti-pyretic 
analgesic, and anti-inflammatory activity which is based on their ability to inhibit the biosynthesis of prostaglandin IPG) 
through the inhibition of cyclooxygenase activity. Another class of compounds commonly used for the treatment of 
rheumatoid arthnt.s is the disease-modifying anti-rheumatic drugs (DMARDs), examples of which include methotrexate 
and sulphasalaz.ne. This is a wide class of drugs in which the compounds have no common mechanism of action For 
the treatment of chronic rheumatism, NSAIDs are used nosotropically and DMARDs are used etiotropically. There are 
a number of problems associated with these classes of drugs. Conventional NSAIDs can induce undesirable side 
effects including gastrointestinal disorders such as gastric ulcers and renal disorders, resulting in difficulties for any 
patient who has to take such a drug for an extended period of time. DMARDs can also induce undesirable side effects 
mduding nausea and diarrhoea and, furthermore, they have not yet been clearly shown to exhibit a stable, long-lasting 

[0003] A class of active substances generally called cytokines, which are produced in the body by immunocytes 
has recently been found. One group of cytokines is known as the inflammatory cytokines and it includes interieukin 
(IL)-V IL-6 and IL-8 and tumor necrosis factor (TNF). The inflammatory cytokines have been demonstrated to play a 
major role in a number of biological processes. These include action as an inflammatory mediator through the stimu- 
lation of the arachidonic acid metabolic pathway leading to the production of PG, the migration of leukocytes the 
production of acute phase protein, and activation of osteoclasts. 

[0004] It is believed that the inflammatory cytokines are associated with many diseases including inflammatory dis- 
eases and the induction of bone resorption Due to their mechanism of action , which is different from that of conventional 
drugs such as those described above, compounds which are able to inhibit the production of inflammatory cytokines 
are expected to provide an improved new generation of anti-pyretic, analgesic and anti-inflammatory drugs and med- 
icaments for the treatment of autoimmune diseases such as chronic rheumatism, bone diseases such as osteoporosis 

, S manV diseases in wh ich the above-described inflammatory cytokines are believed to take part 
[0005] Compounds which are said to demonstrate inhibitory activity against the production of inflammatory cytokines 
include vanous heteroaryl compounds [see, for example, WO 96/21452. WO 97/5877 WO 97/23479 and J Med 
Chem., 39, 3929-3937 (1996)]. Examples of compounds of this type include the following 
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W097/23479 
Compound of 
Example 6 
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W097/5877 
Compound of 
Example 4 




W096/21452 
Compound of 
Example 23 



[0006] There is however a need for further compounds having improved activity, pharmacokinetics and safety. 
is [0007] The compounds of the present invention are compounds of the following formula (I), and pharmacologically 
acceptable salts, esters or other derivatives thereof: 
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wherein: 
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A represents a pyrrole ring; 

R1 represents an aryl group defined below which may optionally be substituted with at least one substituent selected 
from the group consisting of Substituent group a defined below, Substituent group p defined below, Substituent 
group v defined below and Substituent group 5 defined below, or 

a heteroaryl group defined below which may optionally be substituted with at least one substituent selected from . 
the group consisting of Substituent group a defined below, Substituent group p defined below, Substituent group 
7 defined below and Substituent group 5 defined below; 

R2 represents a heteroaryl group defined below having at least one ring nitrogen atom, said heteroaryl group 
optionally being substituted with at least one substituent selected from the group consisting of Substituent group 
a defined below, Substituent group p defined below, Substituent group y defined below and Substituent group 6 
defined below; 

45 r3 represents a group of the formula -X-R 4 , wherein: 

X is selected from the group consisting of 
single bonds, 

lower alkylene groups , defined beiow ; which may optionally be substituted with at least one substituent selected 
so from Substituent group a defined below, 

lower alkenylene groups, defined below, which may optionally be substituted with at least one substituent 
selected from Substituent group a defined below, and 

lower alkynylene groups, defined below, which may optionally be substituted with at least one substituent 
selected from Substituent group a defined below; and 
55 R 4 is selected from the group consisting of 

cycloalkyi groups defined below which are substituted with at least one susbtituent selected from the group 
consisting of Substituent group p defined below and Substituent group y defined below and which may option- 
ally be further substituted with at least one substituent selected from the group consisting of Substituent group 
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ct defined below and Substituent group 5 defined below. 

aryl groups defined below which are substituted with at least one substituent selected from the gro up consisting 
of Substituent group 0 defined below and Substituent group y defined below and which may optionally be 
further substituted with at least one substituent selected from the group consisting of Substituent group a 
denned below and Substituent group 8 defined below, heterocyclyl groups defined below which may optionally 
be substrtuted with at least one substituent selected from the group consisting of Substituent group a defined 
below and Substituent group 5 defined below and which are substituted with at least one substituent selected 
from the group consisting of Substituent group B defined below and Substituent group y defined below hete- 
rocyclyl groups defined below having at least one nitrogen atom, said heterocyclyl groups optionally beino 
substrtuted with at least one substituent selected from the group consisting of Substituent group a defined 
beiow and Substituent group 6 defined below. 

ho.croarvl groups defined below which may optionally be substituted with at least one substituent selected 
from the group consisting of Substituent group a defined below and Substituent group 8 defined below and 
wh,ch arc substituted with at least one substituent selected from the group consisting of Substituent group 8 
do med below and Substituent group y defined below, heteroaryl groups defined below having at least one 
n.trogen aiom. said heteroaryl groups optionally being substituted with at least one substituent selected from 
the group consisting of Substituent group a defined below and Substituent group 8 defined below and 
groups of formula -NR a R b , wherein R* and R b are the same or different from each other and each is inde- 
pendent selected from the group consisting of hydrogen atoms, lower alkyl groups defined below lower 
alkenyl s ,oups defmed below, lower alkynyl groups defined below, aralkyl groups defined below and lower 
alkylsjllonyi groups defined below; 

PROVIDED THAT said substituents Ri and R* are bonded to the two atoms of said pyrrole ring which are 
adjacent lo the atom of the pyrrole ring to which said substituent R* is bonded 

Substituent group « comprises hydroxy! groups, nitro groups, cyano groups, halogen atoms, lower alkoxy 
groups defmed below, halogeno lower alkoxy groups defined below, lower alkylthio groups defined below and 
haiogeno lower alkylthio groups defined below; 

Substituent group B comprises groups of formula -NR c R d , wherein R= and R« are the same or different from 
each other and each is independently selected from the group consisting of hydrogen atoms, lower alkyl groups 
denned below, lower alkenyl groups defined below, lower alkynyl groups defined below, aralkyl groups defined 
30 below and lower alkylsulfonyl groups, or 

beiow ^ l ° 9e,her Wi,h nitr ° 9en at ° m l ° WhiCh RC Rd arS b ° nded ' f0m 3 heterocyclyl 9™P defined 

S ™ d Uen ! 9r ° UP Y compri f s lower alk y' Sroups d ^ined below which are substituted with a group of formula 
-NR c R d . wherein R= and R d are as defined above; and 

35 Substituent group 6 comprises lower alkyl groups defined below which may optionally be substituted with at 

least one substituent selected from Substituent group a defined above, lower alkenyl groups defined below 
which may optionally be substituted with at least one substituent selected from Substituent group a defined 
above, lower alkynyl groups defined below which may optionally be substituted with at least one substituent 
selected from Substituent group a defined above, aralkyl groups defined below and cycloalkyl groups defined 
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[0008] The present invention also provides a pharmaceutical composition comprising an effective amount of a phar- 
macologically act.ve compound together with a carrier or diluent therefor wherein said pharmacologically active com- 
4S ™n Q1 IS ™ COmpound of formu,a <'> or a Pharmacologically acceptable salt, ester or other derivative thereof 

or nthir 1,° TTk "T^" ^ * com P ound of formula <•> °r a pharmacologically acceptable salt, ester 

or other derivative thereof for use as a medicament. 

™L J" 6 TT inV6n ,! i0n alS ° Pr ° VideS ,he USe ° f 31 ' eaSl ° ne com P° un ° of formula (0 or a pharmacologically 
acceptable salt, ester or other derivative thereof in the manufacture of a medicament for inhibiting the production of 
inflammatory cytokines in a mammal, which may be human. 

50 L° c ~nLL^ re T inve " ti0 " also P rovides the use °f at ^ast one compound of formula (I) or a pharmacologically 
acceptable salt, ester or other denvative thereof in the manufacture of a medicament for inhibiting bone resorption in 
a mammal, which may bo human. p on 

[0012] The present invention also provides the use of at least one compound of formula (I) or a pharmacologically 
acceptable salt, ester or other derivative thereof in the manufacture of a medicament for the treatment or prophylaxis 
of inflammatory diseases in a mammal, which may be human. 

™L TT inVen J i0n a ' SO Pr ° VideS thS " Se ° f at ' eaSt °" e com P° u "d of formula (I) or a pharmacologically 
accep able salt, ester or other denvative thereof in the manufacture of a medicament for the treatment or prophylaxis 
of viral diseases in a mammal, which may be human. 
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[0014] The present invention also provides the use of at least one compound of formula (I) or a pharmacologically 
acceptable salt, ester or other derivative thereof in the manufacture of a medicament for relieving pain or pyrexia in a 
mammal, which may be human. 

[0015] The present invention also provides the use of at least one compound of formula (I) or a pharmacologically 
5 acceptable salt, ester or other derivative thereof in the manufacture of a medicament for the treatment or prophylaxis 
of chronic rheumatoid arthritis in a mammal which may be human. 

[0016] The present invention also provides the use of at least one compound of formula (I) or a pharmacologically 
acceptable salt, ester or other derivative thereof in the manufacture of a medicament for the treatment or prophylaxis 
of osteoarthritis in a mammal, which may be human. 
w [0017] The present invention also provides the use of at least one compound of formula (I) or a pharmacologically 
acceptable salt, ester or other derivative thereof in the manufacture of a medicament for the treatment or prophylaxis 
of cancer in a mammal, which may be human. 

[0018] The present invention also provides the use of at least one compound of formula (I) or a pharmacologically 
acceptable salt, ester or other derivative thereof in the manufacture of a medicament for the treatment or prophylaxis 

15 of hepatitis in a mammal, which may be human. 

. [0019] The present invention also provides the use of at least one compound of formula (I) or a pharmacologically 
acceptable salt, ester or other derivative thereof in the manufacture of a medicament for the treatment or prophylaxis 
of a disease selected from the group consisting of allergic diseases, septicaemia, psoriasis, osteoporosis, ulcerative 
colitis, diabetes, nephritis, ischemic heart disease, Alzheimer's disease and arteriosclerosis in a mammal, which may 

20 be human. 

[0020] The requirement that the substituents R 1 and R 3 must be bonded to the two atoms of the pyrrole ring which 
are adjacent to the atom of the pyrrole ring to which the substituent R 2 is bonded in the compounds of the above formula 
(I) means that the compounds of formula (I) are selected from compounds of the following formulae (1-1 ) to (I-5): 



25 



30 



,K 3 \& ^ **> 



G-D d-2) (1-3) (1-4) (1-5) 



35 wherein R 1 , R 2 and R 3 are as defined above. 

[0021] Where R 1 represents an aryi group which may optionally be substituted with at least one substituent selected - 
from the group consisting of Substituent group a defined above, Substituent group P defined above, Substituent group - 
y defined above and Substituent group 6 defined above or where R 4 represents an aryl group which is substituted with 
at least one substituent selected from the group consisting of Substituent group p defined above and Substituent group 

40 y defined above and which may optionally be further substituted with at least one substituent selected from the group 
consisting of Substituent group a defined above and Substituent group 5 defined above, said aryl groups are aromatic 
hydrocarbon groups having from 6 to 14 carbon atoms in one or more rings, preferably from 6 to 10 carbon atoms, 
and examples include phenyl, naphthyl, phenanthryl and anthracenyl groups. Of these, we prefer phenyl and naphthyl 
groups, most preferably phenyl groups. 

45 [0022] The aryl groups defined and exemplified above may be fused with a cycloalkyl group having from 3 to 10 
carbon atoms. Examples of such a fused ring group include 5-indanyl groups. 

[0023] Where R 1 represents an aryl group which is substituted with at least one substituent selected from the group 
consisting of Substituent group a defined above, Substituent group p defined above, Substituent group y defined above 
and Substituent group 5 defined above, it is preferably an aryl group substituted with 1 to 4 substituents selected from 
so the group consisting of Substituent group a, Substituent group p, Substituent group y and Substituent group 5, and 
more preferably it is an aryl group substituted with 1 to 3 substituents selected from Substituent group a, Substituent 
group p, Substituent group yand Substituent group 8. Examples of such substituted aryl groups include 4-fluorophenyl, 

3- fluorophenyl, 4-chlorophenyl, 3-chlorophenyl, 3,4-difluorophenyl, 3,4-dichlorophenyl, 3,4,5-trifluorophenyl, 3-chloro- 

4- fluorophenyl, 3-difluoromethoxyphenyl, 3-trifluoromethoxyphenyl and 3-trifluoromethylphenyl groups. 

55 [0024] Where R 4 represents an aryl group which is substituted with at least one substituent selected from the group 
consisting of Substituent group p defined above and Substituent group y defined above and which may optionally be 
further substituted with at least one substituent selected from the group consisting of Substituent group « defined above 
and Substituent group 8 defined above, it is preferably an aryl group substituted with a group selected from the group 



. 5 
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consisting of Substituent group p defined above and Substituent group y defined above and which may optionally be 
further substituted with one or two groups selected from the group consisting of Substituent group a. 
[0025] Examples of such substituted aryl groups include 2-aminophenyl, 3-aminophenyl. 4-aminophenyl. 2-ami- 
nomethylphenyl. 3-aminomethylphenyl. 4-aminomethylphenyl. 2-(2-aminoethyl)phenyl. 3-(2-aminoethyl)phenyl, 

5 4-(2-aminoethyl)-phenyl : 2-methylaminophenyl, 3-methylaminophenyl : 4-methylaminophenyl ; 2-(dimethylamino)phe- 
nyl : 3-(dimethylamino)phenyl s 4-(dimethylamino)phenyl ! 2-methylaminomethylphenyl, 3-methylaminomethylphenyl, 
4-methylaminomethylphenyl, 2-(dimethylaminomethyl)phenyl t 3-(dimethylaminomethyl)phenyl : 4-(dimethylaminome- 
thyl)phenyl. 3-amino-4-fluorophenyl, 3-amino-5-fluorophenyl, 2-aminomethyl-4-fluorophenyl : 3-amino-5-chlorophenyl } 
2-aminomethyl-3-chlorophenyl : 3-amino-5-difluoromethoxyphenyl and 2-aminomethyl-3-trifluoromethoxyphenyl 

10 groups. 

[0026] Where R 1 represents a heteroaryl group which may optionally be substituted with at least one substituent 
selected from the group consisting of Substituent group a defined above. Substituent group p defined above, Substit- 
uent group y defined above and Substituent group 5 defined above, or where R 4 represents a heteroaryl group which 
is substituted with at least one substituent selected from the group consisting of Substituent group p defined above 

?5 and Substituent group y defined above and which may optionally be further substituted with at least one substituent 
selected from the group consisting of Substituent group a defined above and Substituent group 6 defined above, said 
heteroaryl groups are 5- to 7-membered aromatic heterocyclic groups containing from 1 to 3 heteroatoms selected 
from the group consisting of sulfur atoms, oxygen atoms and nitrogen atoms. Examples of such heteroaryl groups 
include furyl, thienyl, pyrrolyl, pyrazolyl, imidazolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, triazolyl, tetrazolyl, thi- 

20 adiazolyl, pyridyL pyridazinyl, pyrimidinyl and pyrazinyl groups. We prefers- or 6-membered aromatic heterocyclic 
groups containing one or two heteroatoms selected from the group consisting of sulfur atoms, oxygen atoms and 
nitrogen atoms, examples of which include furyl, thienyl, pyrrolyl, pyrazolyl, imidazolyl, oxazolyl, isoxazolyl, thiazolyl, 
isothiazolyl, pyridyL pyridazinyl, pyrimidinyl and pyrazinyl groups. 

[0027] Where R 1 represents a heteroaryl group, 5- or 6-membered aromatic heterocyclic groups containing 1 or 2 
?5 heteroatoms selected from the group consisting of sulfur atoms, oxygen atoms and nitrogen atoms are more preferred, 
and furyl, thienyl, pyridyl and pyrimidinyl groups are particularly preferred. 

[0028] Where R 4 represents a heteroaryl group, 5- or 6-membered aromatic heterocyclic groups containing one or 
two nitrogen atoms and optionally containing a further heteroatom selected from the group consisting of sulfur atoms, 
oxygen atoms and nitrogen atoms are preferred, examples of which include pyrrolyl, pyrazolyl, imidazolyl. oxazolyl, 

30 isoxazolyl, thiazolyl, isothiazolyl, pyridyl, pyridazinyl, pyrimidinyl and pyrazinyl groups. Of these, 5- or 6-membered 
aromatic heterocyclic groups containing one or two nitrogen atoms, such as imidazolyl, pyridyl, pyridazinyl. pyrimidinyl 
and pyrazinyl groups are preferred, and pyridyl and pyrimidinyl groups are particularly preferred. 
[0029] The heteroaryl groups defined and exemplified above may be fused with another cyclic group selected from 
the group consisting of aryl groups defined above and cycloalkyl groups having from 3 to 10 carbon atoms. Examples 

'5 of such a fused heteroaryl group include indolyl, benzofuranyl, benzothienyl, quinolyl, isoquinolyl, quinazolyl, tetrahy- 
droquinolyl and tetrahydroisoquinolyl groups. 

[0030] Where R 1 represents a heteroaryl group which is substituted with at least one substituent selected from the 
group consisting of Substituent group a, Substituent group p, Substituent group y and Substituent group 6, said het- 
eroaryl group is preferably a heteroaryl group substituted with from 1 to 3 substituents selected from the group consisting 
w of Substituent group a, Substituent group p, Substituent group y and Substituent group 6, and more preferably it is a 
heteroaryl group substituted with one or two substituents selected from the group consisting of Substituent group a, 
Substituent group p, Substituent group y and Substituent group 6. Examples of such substituted heteroaryl groups 
include 5-fluoro-2-furyl, 4-chloro-2-thienyl, 5-difluoromethoxy-3-furyl, 5-trifluoromethyl-3-thienyl and 5-fluoro-2-oxa- 
zolyl groups. 

f 5 [0031] Where R 4 represents a heteroaryl group which is substituted with at least one substituent selected from the 
group consisting of Substituent group p defined above and Substituent group y defined above and which may optionally 
be further substituted with at least one substituent selected from the group consisting of Substituent group a defined 
above and Substituent group 6 defined above, it is preferably a heteroaryl group substituted with a substituent selected 
from the group consisting of Substituent group p defined above and Substituent group y defined above and which may 

o optionally be further substituted with a substituent selected from Substituent group a. 

[0032] Examples of such substituted heteroaryl groups include 5-amino-2-furyl, 5-aminomethyl-2 -furyl, 5-methylami- 
nomethyl-2-furyl, 5-dimethylaminomethyl-2 -furyl, 5-amino-2-thienyl, 5-aminomethyl-2-thienyl, 5-methylaminomethyl- 
2-thienyl : 5-dimethylaminomethy1-2-thienyl, 5-amino-2-oxazolyl, 5-aminomethyl-2-oxazolyl, 2-amino-4-pyridyl, 2-ami- 
no-4-pyrimidinyl, 2-methylamino-4-pyridyt, 2-methylamino-4-pyrimidinyI, 2-benzylamino-4-pyridyl, 2-benzylamino- 

5 4-pyrimidinyl, 2-(a-methylbenzylamino)-4-pyridyl, 2-(a-methylbenzylamino)-4-pyrimidinyl, 5-amino-4-fluoro-2-furyl, 
S-aminomethyl^-fluoro^-furyl.S-a^ 4-amino-5-difluorometh- 
oxy-2-furyl, 4-aminomethyl-5-difluoromethoxy-2-furyl, 4-amino-5-difluoromethoxy-2-thienyl and 4-aminomethyl-5-dif- 
luoromethoxy-2-thienyl groups. 
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[0033] Where R 2 represents a heteroaryl group having at least one ring nitrogen atom, said heteroaryl group option- 
ally being substituted with at least one substituent selected from the group consisting of Substituent group a defined 
above. Substituent group p defined above, Substituent group y defined above and Substituent group 5 defined above 
or R 4 represents a heteroaryl group having at least one ring nitrogen atom, said heteroaryl group optionally being 

5 substituted with at least one substituent selected from the group consisting of Substituent group a defined above and 
Substituent group 6* defined above, said heteroaryl groups are 5- to 7*rnembered aromatic heterocyclic groups con- 
taining one or two nitrogen atoms and optionally containing one or two further heteroatoms selected from the group 
consisting of sulfur atoms, oxygen atoms and nitrogen atoms. Examples of such groups include pyrrolyl. pyrazolyl, 
imidazolyl, oxazolyL isoxazolyl, thiazolyL isothiazolyl, triazolyL tetrazolyl, thiadiazolyl, pyridyl, pyridazinyl, pyrimidinyl 

10 and pyrazinyl groups. Of these ; we prefer 5- or 6-membered aromatic heterocyclic groups containing one nitrogen 
atom and optionally containing one further heteroatom selected from the group consisting of sulfur atoms, oxygen 
atoms and nitrogen atoms, examples of which include pyrrolyl, pyrazolyl, imidazolyl, oxazolyl, isoxazolyl, thiazolyL 
isoth iazolyl, pyridyl, pyridazinyl, pyrimidinyl and pyrazinyl groups. 5- or 6-membered aromatic heterocyclic groups con- 
taining one or two nitrogen atoms, such as imidazolyl, pyridyl, pyridazinyl, pyrimidinyl and pyrazinyl groups are more 

15 preferred and pyridyl and pyrimidinyl groups are particularly preferred. 

[0034J Where R 2 represents a heteroaryl group having at least one ring nitrogen atom, 4-pyridyl and 4-pyhmidinyl 
groups are most preferred. 

[0035] Where R 2 represents a heteroaryl group having at least one ring nitrogen atom, said heteroaryl group option- 
ally being substituted with at least one substituent selected from the group consisting of Substituent group a, Substituent 

20 group p, Substituent group 7 and Substituent group 5, said heteroaryl group is preferably a group substituted with 1 to 
3 substituents selected from the group consisting of Substituent group a, Substituent group p, Substituent group y and 
Substituent group 5, more preferably it is a heteroaryl group substituted with one or two substituents selected from the 
group consisting of Substituent group a, Substituent group p, Substituent group 7 and Substituent group S, still more 
preferably it is a heteroaryl group substituted with one substituent selected from the group consisting of Substituent 

25 group a Substituent group p, Substituent group y and Substituent group 5, and particularly preferably it is a 4-pyridyl 
or4-pyrimidinyl group which is substituted with one substituent selected from the group consisting of Substituent group 
a : Substituent group p, Substituent group y and Substituent group 5 at the 2-position of said group. Most preferably, 
said heteroaryl group is a 4-pyridyl or 4-pyrimidinyl group which is substituted at the 2-position with one substituent 
selected from the group consisting of Substituent group p and Substituent group 7. Examples of such substituted het- 

30 eroaryl groups include 2-amino-4-pyridyl, 2-amino-4-pyrimidinyl, 2-methylamino-4-pyridyl, 2-methylamino-4-pyrimidi- 
nyl. 2-methoxy-4-pyridyl, 2-methoxy-4-pyrimidinyl. 2-benzylamino-4-pyridyl, 2-benzylamino-4-pyrimidinyl, 2-(a-meth- 
y1benzylamino)-4-pyridyl and 2-(a-methylbenzylamino)-4-pyrimidinyl groups. 

[0036] Where R 4 represents a heteroaryl group having at least one nitrogen atom, said heteroaryl group optionally 
being substituted with at least one substituent selected from the group consisting of Substituent group a defined above 

35 and Substituent group 6 defined above, it is preferably a heteroaryl group substituted with 1 or 2 substituents selected t 
from the group consisting of Substituent group a and Substituent group 5, and more preferably it is a heteroaryl group : 
substituted with a substituent selected from the group consisting of Substituent group a and Substituent group 5. 
[0037] Examples of such substituted heteroaryl groups include 2-methyl-4-pyridyl, 2-ethyl-4-pyridyl, 2-benzyl-4-py- ^ 
ridyl, 2-phenethyl-4-pyridyl,2-fluoro-4-pyridyl, 2 ; 6-difluoro-4-pyridyl and 2,3,5,6-tetrafluoro-4-pyridyl groups. 

40 [0038] Where X represents a lower alkyiene group which may optionally be substituted with at least one substituent 
selected from Substituent group a defined above, said lower alkyiene group is a straight or branched alkyiene group 
having from 1 to 6 carbon atoms, examples of which include methylene, ethylene, trimethylene, propylene, tetrame- 
thylene, 1-methyltrimethylene, 2-methyltrimethylene, 1 ,1 -dimethylethylene, pentamethylene, 1 ,1-dimethyltrimethylene 
and hexamethylene groups. Of these, straight or branched alkyiene groups having from 1 to 4 carbon atoms are pre- 

45 ferred, straight or branched alkyiene groups having from 1 to 3 carbon atoms are more preferred, and methylene, 
ethylene and trimethylene groups are most preferred. 

[0039] Where X represents a lower alkenylene group which may optionally be substituted with at least one substituent 
selected from Substituent group a defined above, said lower alkenylene group is a straight or branched alkenylene 
group having from 2 to 6 carbon atoms, examples of which include vinylene, 1-methylvinylene, propenylene, 1-bute- 
50 nylene, 2-butenylene, 1-pentenylene and 2-pentenylene groups. Of these, straight or branched alkenylene groups 
having from 2 to 4 carbon atoms are preferred, vinylene, propenylene and butenylene groups are more preferred, and 
vinylene and propenylene groups are most preferred. 

[0040] Where X represents a lower alkynylene group which may optionally be substituted with at least one substituent 
selected from Substituent group a defined above, said lower alkynylene group is a straight or branched alkynylene 
55 group having from 2 to 6 carbon atoms. Of these, straight or branched alkynylene groups having from 2 to 4 carbon 
atoms are preferred, ethynylene. propynylene, 1-butynylene and 2-butynylene groups are more preferred, and ethy- 
nylene and propynylene groups are most preferred. 

[0041] Where R 4 represents a cycloalkyl group which is substituted with at least one susbtituent selected from the 
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group consisting of Substituent group £ defined above and Substituent group ydefined above and which may optionally 
be further substituted with at least one substituent selected from the group consisting of Substituent group a defined 
above and Substituent group 5 defined above or where the substituent from Substituent group 5 represents a cycloalkyl 
group, said cycloalkyl group has from 3 to 7 carbon atoms, examples of which include cyclopropyL cyclobutyl. cy- 
5 clopentyl, cyclohexyl and cycloheptanyl groups. Of these, cycloalkyl groups having from 3 to 6 carbon atoms are pre- 
ferred. 

[0042] Where R 4 represents a heterocyclyl group which may optionally be substituted with at least one substituent 
selected from the group consisting of Substituent group a defined above and Substituent group 5 defined above and 
is substituted with at least one substituent selected from the group consisting of Substituent group p defined above 

10 and Substituent group y defined above, said heterocyclyl group is a non-aromatic heterocyclic group having from 4 to 
1 4 ri ng atoms in one or more rings , at least one of said ring atoms being a heteroatom selected from the group consisting 
of sulfur atoms, oxygen atoms and nitrogen atoms. It is preferably a 4- to 12-membered non-aromatic heterocyclic 
group (and more preferably a 4- to 10-membered non-aromatic heterocyclic group) containing one or two heteroatoms 
selected from the group consisting of sulfur atoms, oxygen atoms and nitrogen atoms, and more preferably it is a 4- 

15 to 12-membered non-aromatic heterocyclic group (preferably a 4-to 10-membered non-aromatic heterocyclic group) 
containing one nitrogen atom and optionally containing one further heteroatom selected from the group consisting of 
oxygen atoms, sulfur atoms and nitrogen atoms. Examples of such a group include azetidinyL pyrrolidinyL pyrrolinyl, 
imidazolidinyL imidazolinyl, pyrazolidinyl, pyrazolinyl, oxazolidinyl, thiazolidinyl, piperidyl, tetrahydropyridyL dihydro- 
pyridyi, piperazinyL morpholinyL thiomorpholinyl, homopiperidyL quinuclidinyl, quinuclidienyl, octahydroindoiizinyl, 

20 hexahydroindolizinyL octahydroquinolizinyl, hexahydroquinolizinyl, 8-azabicyclo-[3.2.1]octanyL 8-azabicyclo[3.2.1]oc- 
tenyL 9-azabicyclo[3.3.1]nonanyl and 9-azabicycio[3.3.1]nonenyl groups, of which piperidyl, tetrahydropyridyl, homo- 
piperidyL quinuclidinyl, quinuclidienyl, octahydroindoiizinyl, hexahydroindolizinyL octahydroquinolizinyl, hexahydroqui- 
nolizinyl, azabicyclo[3.2.1]octanyL azabicyclo[3.2.1]octenyl ; azabicyclo[3.3.1]nonanyl and azabicyclo[3.3.1]nonenyl 
groups are preferred, tetrahydropyridyL quinuclidienyl. hexahydroindolizinyL hexahydroquinolizinyl. azabicyclo[3.2.1] 

25 octenyl and azabicyclo[3.3.1]nonenyl groups are more preferred, and tetrahydropyridyL hexahydroindolizinyi and hex- 
ahydroquinolizinyl groups are most preferred. 

[0043] The heterocyclyl groups defined and exemplified above may be fused with another cyclic group selected from 
the group consisting of aryl groups defined above and heteroaryl groups defined above. Examples of such a fused 
heterocyclyl group include tetrahydroquinolinyL tetrahydroisoquinolinyL chromanyl, indolinyl and isoindolinyl groups. 

30 [0044] Where R 4 represents a heterocyclyl group having at least one ring nitrogen atom in which said heterocyclyl 
group may optionally be substituted with at least one substituent selected from the group consisting of Substituent 
group a defined above and Substituent group 6 defined above, said heterocyclyl group is a 4- to 12-membered non- 
aromatic heterocyclic group containing one nitrogen atom and optionally containing one further heteroatom selected 
from the group consisting of oxygen atoms, sulfur atoms and nitrogen atoms. Preferably, it is a 4- to 10-membered 

35 non-aromatic heterocyclic group containing one nitrogen atom and optionally containing one further heteroatom se- 
lected from the group consisting of oxygen atoms, sulfur atoms and nitrogen atoms. Examples of such a groups include 
azetidinyl, pyrrolidinyL pyrrolinyl, imidazolidinyL imidazolinyL pyrazolidinyl, pyrazolinyl, oxazolidinyl, thiazolidinyl, pip- 
eridyl, tetrahydropyridyl, dihydropyridyl, piperazinyl, morpholinyl, thiomorpholinyL homopiperidyl, quinuclidinyl, quinu- 
clidienyl, octahydroindoiizinyl, hexahydroindolizinyL octahydroquinolizinyl, hexahydroquinolizinyl, 8-azabicyclo-[3.2.1] 

40 octanyl, 8-azabicyclo[3.2.1]octenyL 9-azabicyclo[3.3.1]nonanyl and 9-azabicyclo[3.3.1]nonenyl groups, of which pip- 
eridyl, tetrahydropyridyL homopiperidyl, quinuclidinyl, quinuclidienyl, octahydroindolizinyl, hexahydroindolizinyi, oc- 
tahydroquinolizinyl, hexahydroquinolizinyl, azabicyclo[3.2.1]octanyl, azabicyclo[3.2.1]octenyl, azabicyclo[3.3.1]nona- 
nyl and azabicyclo[3.3.1]nonenyl groups are preferred, tetrahydropyridyL quinuclidienyl, hexahydroindolizinyi, hexahy- 
droquinolizinyl, azabicyclo[3.2.1]octenyl and azabicyclo[3.3.1]nonenyl groups are more preferred, and tetrahydropyri- 

45 dyl, hexahydroindolizinyi and hexahydroquinolizinyl groups are most preferred. 

[0045] The heterocyclyl groups having at least one ring nitrogen atom defined and exemplified above may be fused 
with another cyclic group selected from the group consisting of aryl groups defined above and heteroaryl groups defined 
above. Examples of such fused heterocyclyl groups include tetrahydroquinolinyl, tetrahydroisoquinolinyl, indolinyl and 
isoindolinyl groups. 

[0046] The lower alkyl groups in the definition of substituents R a , R b } R c and R d , the lower alkyl groups which may 
optionally be substituted with at least one substituent selected from Substituent group a in the definition of Substituent 
group 8 and the lower alkyl moiety of the lower alkyl groups substituted with a group of formula -N R c R d in the definition 
of Substituent group y are straight or branched alkyl groups having from 1 to 6 carbon atoms. Examples of said lower 
alkyl groups include methyl, ethyl, propyl, isopropyl, n-butyL isobutyl, s-butyl, tert-butyl, n-pentyl, isopentyl, 2-methyl- 
butyL neopentyL 1 -ethylpropyl, n-hexyl, isohexyl, 4-methylpentyl, 3-methylpentyl, 2-methylpentyL 1-methylpentyl, 
3,3-dimethylbutyl, 2,2-dimethylbutyl, 1 ,1-dimethylbutyl, 1 ,2-dimethylbutyl, 1 ,3-dimethylbutyl, 2,3-dimethylbutyl and 
2-ethylbutyl groups. Alkyl groups having from 1 to 4 carbon atoms are preferred, methyl, ethyl and propyl groups are 
more preferred, and methyl and ethyl groups are most preferred. 
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[0047] The lower alkenyl groups in the definition of substituents R a : R b : R c and R d and the lower alkenyl groups 
which may optionally be substituted with at least one substituent selected from Substituent group a in the definition of 
Substituent group 8 are straight or branched alkenyl groups having from 2 to 6 carbon atoms. Examples of said lower 
alkenyl groups include vinyl. 2-propenyl. 1 -methyi-2-propenyl. 2-methyl-2-propenyl. 2-ethyl-2-propenyL 2-butenyl, 
5 1 -methyl-2-butenyl, 2-methyl-2-butenyl, 1 -ethyl-2-butenyl, 3-butenyL 1 -methyl-3-butenyl, 2-methyl-3-butenyl, 1 -ethyl- 
3-butenyl, 2-pentenyl, 1-methyl-2-pentenyl, 2-methyl-2-pentenyl : 3-pentenyl : 1-methyl-3-pentenyl : 2-methyl-3-pente- 
nyl, 4-pentenyl, 1 -methyl-4-penteny 2-methyl-4-pentenyl : 2-hexenyl, 3-hexenyL 4-hexenyl and 5-hexenyl groups. Alke- 
nyl groups having from 2 to 4 carbon atoms are preferred, and alkenyl groups having 2 or 3 carbon atoms are most 
preferred. 

10 [0048] The lower alkynyl groups in the definition of substituents R a : R b ; R c and R d and the lower alkynyl groups which 
may optionally be substituted with at least one substituent selected from Substituent group a in the definition of Sub- 
stituent group 6 are straight or branched alkynyl groups having from 2 to 6 carbon atoms.- Examples of said lower 
alkynyl groups include ethynyl, 2-propynyl, 1 -methyl-2-propynyl, 2-butynyL 1 -methyl-2-butynyl ; 1 -ethyl-2-butynyl, 3-bu- 
• tynyl, 1-methyl-3-butynyl } 2-methyl-3-butynyl : 1 -ethyl-3-butynyl, 2-pentynyl, 1-methyl-2-pentynyl : 3-pentynyL 1-methyl- 

15 3-pentynyl, 2-methy!-3-pentynyl ; 4-pentynyl, 1-methyl-4-pentynyl, 2-methyl-4-pentynyl, 2-hexynyL 3-hexynyl, 4-hexy- 
nyl and 5-hexynyl groups. Alkynyl groups having from 2 to 4 carbon atoms are preferred, and alkynyl groups having 2 
or 3 carbon atoms are most preferred. 

[0049] The aralkyl group in the definition of R a ; R b , R c , R d and Substituent group o is a lower alkyl group as defined 
above which is substituted with at least one aryl group as defined above. Examples of said aralkyl group include benzyl, 

20 phenanthrenylmethyl, anthracenylmethyl, u-naphthylmethyl, (3-naphthylmethyl : diphenylmethyl, triphenyimethyl, u- 
naphthyldiphenylmethyl, 9-anthrylmethyL piperonyl, 1 -phenethyl, 2-phenethyl, 1 -naphthylethyl, 2-naphthylethyl, 1 -phe- 
nylpropyl, 2-phenylpropyl, 3-phenylpropyl : 1 -naphthylpropyl, 2-naphthylpropyL 3-naphthylpropyl, 1 -phenylbutyl, 2-phe- 
nylbutyl, 3-phenylbutyl. 4-phenylbutyl, Vnaphthylbutyl, 2-naphthylbutyl : 3-naphthylbutyl, 4-naphthylbutyl } 1-phe- 
nylpentyl, 2-phenylpentyl ; 3-pheny!penty1 ; 4-phenylpentyl : 5-phenylpentyl : 1-naphthylpentyl : 2-naphthylpentyl, 3rnaph- 

25 thyipentyl, 4-naphthylpentyl, 5-naphthylpentyl ; 1 -phenylhexyl, 2-phenylhexyi, 3-phenylhexyl, 4-phenylhexyl, 5-phenyl- 
hexyl, 6-phenylhexyl, 1 -naphthylhexyl, 2-naphthylhexyl ; 3-naphthylhexyl, 4-naphthylhexyl. 5-naphthylhexyl and 
6-naphthylhexyl groups, of which benzyl, phenanthrenylmethyl, anthracenyimethyl, a-naphthylmethyl, p-naphthylm.e- 
thyl, diphenylmethyl, triphenyimethyl, 9-anthryimethyl, piperonyl, 1 -phenethyl, 2-phenethyl, 1-phenylpropyl, 2-phenyl- 
propyl, 3-phenylpropyl, 1 -phenylbutyl, 2-phenylbutyl : 3-phenylbutyl and 4-phenylbutyl are preferred. 

30 [0050] The aryl moiety of the aralkyl groups defined and exemplified above may be substituted with from 1 to. 3 
groups selected from the group consisting of Substituent group a defined above, Substituent group £ defined above, 
Substituent group y defined above and Substituent group 5 defined above. Examples of said substituted aralkyl groups 
include aralkyl groups substituted with at least one halogen atom, examples of which include 2-fluorobenzyl, 3-fluor- 
obenzyl, 4-fluorobenzyl : 2-chlorobenzyl, 3-chlorobenzyl, 4-chlorobenzyl, 2-bromobenzyl, 3-bromobenzyl ( 4-bromoben- 

35 Z yl, 3,5-difluorobenzyl, 2,5-difluorophenethyl, 2,6-difluorobenzyl, 2,4-difluorophenethyl, 3,5-dibromobenzyl, 2,5-di- 
bromophenethyl, 2,6-dichlorobenzyl, 2,4-dichlorophenethyl, 2,3,6-trifluorobenzyl : 2,3,4-trifluorophenethyi, 3,4,5-trif- 
luorobenzyl, 2,5,6-trifluorophenethyl, 2,4 : 6-trifluorobenzyl, 2,3,6-tribromophenethyl, 2,3,4-tribromobenzyl, 3,4,5-tri- 
bromophenethyl, 2,5,6-trichlorobenzyl, 2,4,6-trichlorophenethyL 1-fluoro-2-naphthylmethyl, 2 -fluoro-1 -naphthylethyl, 
3-fluoro-1-naphthylmethyl, 1 -chloro-2-naphthylethyl, 2-chloro-1-naphthylmethyl, 3-bromo-1 -naphthylethyl, 3,8-dif- 

40 luoro-1-naphthylmethyl, 2,3-difluoro-1 -naphthylethyl, 4,8-difluoro-1-naphthylmethyl, 5,6-difluoro-1 -naphthylethyl, 
3,8-dichloro-1-naphthylmethyl, 2,3-dichloro-1 -naphthylethyl, 4,8-dibromo-1-naphthylmethyL 5,6-dibromo-1 -naphthyl- 
ethyl, 2,3,6-trifluoro-l-naphthylmethyl, 2,3 : 4-trifluoro-1 -naphthylethyl, 3,4,5-trifluoro-1 -naphthylmethyl, 4,5.6-trifluoro- 

1 - naphthylethyl, 2,4,8-trifluoro-1 -naphthylmethyl, bis(2-fiuorophenyl)-methyl, 3-fluorophenylphenylmethyl, bis(4-fluor- 
ophenyl)methyI, 4-fluorophenylphenylmethyl, bis(2-chlorophenyl)methyl ; bis(3-chlorophenyl)methyl, bis(4-chlorophe- 

45 nyl)methyl, 4-chlorophenylphenylmethyl, 2-bromophenylphenylmethyl, 3-bromophenylphenylmethyl, bis(4-bromophe- 
nyl)methyl, bis(3,5-difluorophenyl)methyl, bis(2,5-difluorophenyl)methyl, bis(2,6-difluorophenyl)methyl, 2,4-difluoroph- 
enylphenylinethyl, bis(3,5-dibromophenyl)methyl, 2,5-dibromophenylphenylmethyl, 2,6-dichlorophenylphenylmethyl, 
bis(2,4-dichlorophenyl)methyl and bis(2,3,6-trifluorophenyl)methyl groups; aralkyl groups substituted with at least one 
halogeno lower alkyl group (as defined below), examples of which include 2-trifluoromethylbenzyl, 3-trifluoromethyl- 

50 phenethyl, 4-trifluoromethylbenzyl, 2-trichloromethylphenethyl, 3-dichloromethylbenzyl, 4-trichloromethylphenethyl, 

2- tribromomethylbenzyl, 3-dibromomethylphenethyl, 4-dibromomethylbenzyl, 3,5-bistrif luoromethylphenethyl, 2,5-bis- 
trifluoromethylbenzyl, 2,6-bistrifluoromethylphenethyl, 2,4-bistrifluoromethylbenzyl, 3,5-bistribromomethylphenethyl, 
2,5-bisdibromomethylbenzyl, 2,6-bisdichloromethylphenethyl, 2,4-bisdichloromethylbenzyl, 2,3,6-tristrif luoromethyl- 
phenethyl, 2,3,4-tristrifluoromethylbenzyl, 3,4,5-tristrifluoromethylphenethyl, 2,5,6-tristrifluoromethylbenzyl, 2,4,6-tris- 

55 trifluoromethylphenethyl, 2,3,6-tristribromomethylbenzyl, 2,3,4-trisdibromomethylphenethyl, 3,4,5-tristribromomethyl- 
benzyl, 2,5,6-trisdichloromethylphenethyl. 2,4,6-trisdichloromethylbenzyl, 1-trifluromethyl-2-naphthylethyt, 2-trifluor- 
omethyl-1-naphthylmethyl, 3-trifluoromethyl-1 -naphthylethyl, l-trichloromethyl-2-naphthylmethyl, 2-dichloromethyl- 
1 -naphthylethyl, 3-tribromomethyl-1 -naphthylmethyl, 3,8-bistrifluoromethyl-1 -naphthylethyl, 2,3-bistrifluoromethyl- 
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1 -naphthylmethyL 4 : 8-bistrifluoromethyl-1 -naphthylethyL 5 : 6-bistrifluoromethyl-1 -naphthylmethyL 3 : 8-bistrichiorome- 
thyM -naphthylethyL 2,3-bisdichloromethyl-1 -naphthylmethyl, 4 ; 8-bisdibromomethyl-1 -naphthylethyL 5,6-bistribro- 
momethyl-1 -naphthylmethyl, 2 : 3 ; 6-tristrifluoromethyl-1 -naphthylethyL 2.3 ; 4-tristrifluoromethy!-1 -naphthylmethyl, 

3.4.5- tristrifluoromethyl-1 -naphthylethyL 4.5.6-tristrifluoromethyl-1 -naphthylmethyl, 2A8-tristrifluoromethyl-1 -naph- 
5 thylmethyL bis(4-trifluoromethylphenyl)methyL 4-trifluoromethylphenylphenylmethyL bis(2-trichloromethylphenyl)me- 

thyl, bis(3-trichloromethylphenyl)-methyl, bis(4-trichloromethylphenyl)methyl, 2-tribromomethylphenylphenylmethyi, 

3- tribromomethylphenylphenylmethyl, bis(4-tribromomethylphenyl)methyL bis(3 ; 5-bistrifluoromethylphenyl)methyL 
bis(2.5-bistrifluoromethylphenyl)methyL bis(2,6-bistrifluoromethylphenyl)methyL 2,4-bistrifluoromethylphenylphenyl- 
methyl, bis(3 ; 5-bistribromomethylphenyl)methyl, 2,5-bistribromomethylphenylphenyimethyL 2 : 6-bistrichloromethyl- 

10 phenylphenylmethyL bis(2 : 4-bistrichloromethylphenyl)methyl and bis(2 : 3 : 6-tristrlfluoromethylphenyl)methyl groups; 
aralkyl groups substituted with at least one lower alkyl group (as defined above), examples of which include 2-meth- 
ylbenzyl, 3-methylbenzyL 4-methylbenzyl, 2-methylphenethyl, 4-methylphenethyL 2-ethylbenzyL 3-propylphenethyL 

4- ethylbenzyl, 2-butylphenethyl, 3-pentylbenzyL 4-pentylphenethyL 3,5-dimethylbenzyi, 2 ; 5-dimethylphenethyl, 
2,6-dimethylbenzyl, 2,4-dimethylphenethyl, 3,5-dibutylbenzyl, 2,5-dipentylphenethyl, 2,6-dipropylbenzyL 2,4-dipropyl- 

15 phenethyl, 2,3,6-trimethylbenzyl, 2,3,4-trimethylphenethyL 3 5 4 : 5-trimethylbenzyl ; 2,4,6-trimethyIbenzyl, 2,5,6-trimeth- 
ylphenethyl, 2 : 3 : 6-tributylphenethyL 2,3,4-tripentylbenzyl, 3,4,5-tributylphenethyL 2 f 5,6-tripropylbenzyl, 2,4,6-tripro- 
pylphenethyL 1 -methyl-2-naphthylmethyl, 2-methyM -naphthylethyL 3-methyl-1 -naphthylmethyl, 1 -ethyl-2-naphthyle- 
thyL 2-propyl-1 -naphthylmethyL 3-butyl-1 -naphthylethyL 3,8-dimethyl-1 -naphthylmethyL 2 } 3-dimethyl-1 -naphthylethyL 
4, 8-dimethyl-1 -naphthylmethyL 5 : 6-dimelhyl-1 -naphthylethyL 3,8-diethyl-1 -naphthylmethyl, 2 : 3-dipropyl-1 -naphthyl- 
methyl, 4 : 8-dipentyM -naphthylethyL 5 ; 6-dibutyl-1 -naphthylmethyL 2,3,6-trimethyl-1 -naphthylmethyL 2,3,4-trimethyl- 
1 -naphthylethyL 3,4,5-trimethyl-1 -naphthylmethyL 4,5, 6-trimethyl-1 -naphthylmethyl, 2,4 : 8-trimethyl-1 -naphthylmethyl, 
bis(2-methylphenyl)methyl, 3-methylphenylphenylmethyl, bis(4-methylphenyl)methyl : 4-methylphenylphenyimethyl, 
bis(2-ethylphenyl)methyl, bis(3-ethylphenyl)methyl : bis(4-ethylphenyl)methyl, 2-propylphenylphenylmethyl, 3-propyl- 
phenylphenylmethyL bis(4-propylphenyl)methyl, bis(3,5-dimethylphenyl)methyl, bis(2 ! 5-dimethylphenyl)-methyl, bis 
(2,6-dimethylphenyl)methyl, 2,4-dimethylphenylphenylmethyl, bis(3 : 5-dipropylphenyl)methyl, 2,5-dipropylphenylphe- 
nylmethyl, 2,6-diethytphenylphenylmethyL bis(2 : 4-diethylphenyl)methyl and bis(2,3 r 6-trimethylphenyl)methyl groups; 
aralkyl groups substituted with at least one lower alkoxy group (as defined below), examples of which include 2-meth- 
oxybenzyl, 3-methoxybenzyL 4-methoxybenzyL 3-methoxyphenethyl, 2-ethoxyphenethyL 3-propoxybenzyl, 4-ethoxy- 
phenethyl, 2-butoxybenzyL 3-pentoxyphenethyl, 4-pentoxybenzyl, 3,5-dimethoxyphenethyl, 2.5-dimethoxybenzyl, 
30 2,6-dimethoxyphenethyl, 2,4-dimethoxybenzyL 3,5-dibutoxyphenethyl, 2,5-dipentoxybenzyl, 2,6-dipropoxyphenethyl, 
2,4-dipropoxybenzyL 2,3,6-trimethoxyphenethyL 2,3.4-trimethoxybenzyl. 3,4.5-trimethoxyphenethyL 2,5,6-trimethoxy- 
benzyl, 2,4,6-trimethoxyphenethyl, 2,3,6-tributoxybenzyl. 2,3,4-tripentoxyphenethyl, 3,4,5-tributoxybenzyl, 

2.5.6- tripropoxyphenethyl, 2,4.6-tripropoxybenzyl, 1-methoxy-2-naphthylmethyl, 2-methoxy-1 -naphthylmethyl, 
3-methoxy-1 -naphthylethyL 1-ethoxy-2-naphthylmethyl, 2-propoxy- 1 -naphthylmethyl, 3-butoxy-1 -naphthylethyL 

35 3, 8-dimethoxy-1 -naphthylmethyL 2 : 3-dimethoxy-1 -naphthylmethyl, 4,8-dimethoxy-1-naphthylethyI, 5,6-dimethoxy- 
1 -naphthylmethyl, 3 ; 8-diethoxy-1 -naphthylmethyl, 2,3-dipropoxy-1 -naphthylethyL 4,8-dipentoxy-1 -naphthylmethyl, 
5, 6-dibutoxy-1 -naphthylmethyl, 2,3,6-trimethoxy-1 -naphthylethyL 2,3 ,4-trimethoxy-l -naphthylmethyl, 3,4,5-trimeth- 
oxy-1 -naphthylmethyL 4,5, 6-trimethoxy-1 -naphthylethyL 2,4, 8-trimethoxy-1 -naphthylmethyl, bis(2-methoxyphenyl) 
methyl, 3-methoxyphenylphenylmethyl, bis(4-methoxyphenyl)-methyi, 4-methoxyphenylphenylmethyl, bis(2-ethoxy- 
phenyl)methyl, bis(3-ethoxyphenyl)methyl, bis(4-ethoxyphenyl)methyl, 2-propoxyphenylphenylmethyl, 3-propoxyphe- 
nylphenylmethyl, bis(4-propoxyphenyl)methyl, bis(3,5-dimethoxyphenyl)methyl, bis(2,5-dimethoxyphenyl)methyL bis 
(2,6-dimethoxyphenyl)methyl,2,4-dimethoxyphenylphenylmethyl, bis(3,5-dipropoxyphenyl)methyl, 2,5-dipropoxyphe- 
nylphenylmethyl, 2,6-diethoxyphenylphenylmethyl, bis(2,4-diethoxyphenyl)-methyl and bis(2 : 3,6-trimethoxyphenyl) 
methyl groups; aralkyl groups substituted with at least one amino group, examples of which include 2-aminophenethyl, 
3-aminobenzyl, 4-aminophenethyL 3,5-diaminobenzyl, 2,5-diaminophenethyl, 2,6-diaminobenzyL 2,4-diaminophene- 
thyl, 2,3,6-triaminobenzyI, 2,3,4-iriaminophenethyl, 3,4,5-triaminobenzyL 2,5,6-triaminophenethyl, 2,4,6-triaminoben- 
zyl, 1-amino-2-naphthylmethyl, 2-amino-1 -naphthylethyL 3-amino-1 -naphthylmethyl, 3,8-diamino-1 -naphthylmethyl, 

2.3- diamino-1 -naphthylethyL 4,8-diamino-1 -naphthylmethyL 5, 6-diamino-1 -naphthylmethyL 2,3,6-triamino-1 -naphth- 
ylethyL 2,3,4-triamino-1 -naphthylmethyL 3,4, 5-triamino-1 -naphthylmethyl, 4,5,6-triamino-1 -naphthylethyL 2,4,8-triami- 
no-1 -naphthylmethyL bis(2-aminophenyl)methyl, 3-aminophenylphenylmethyl, bis(4-aminophenyl)methyl, 4-ami- 
nophenylphenylmethyl, bis(3 ; 5-diaminophenyl)methyl. bis(2,5-diaminophenyl)methyl, bis(2 J 6-diaminophenyl)methyl, 

2.4- diaminophenylphenylmethyl and bis(2,3,6-triaminophenyl)-methyl groups; aralkyl groups substituted with at least 
one nitro group, examples of which include 2-nitrophenethyl, 3-nitrobenzyl : 4-nitrobenzyl, 4-nitrophenethyl, 3,5-dini- 
trobenzyl, 2,5-dinitrophenethyL 2,6-dinitrobenzyl, 2,4-dinitrophenethyl, 2,3,6-trinitrobenzyl, 2,3,4-trinitrophenethyl, 
3 : 4 r 5-trinitrobenzyL2 : 5,6-trinitrophenethyL 2,4,6-trinitrobenzyl, 1 -nitro-2-naphthylmethyl, 2-nitro-1 -naphthylethyL 3-ni- 
tro-1 -naphthylmethyl, 3,8-dinitro-1 -naphthylmethyl, 2,3-dinitro-1 -naphthylethyL 4, 8-dinitro-1 -naphthylmethyl, 5,6-dini- 
tro-1 -naphthylmethyl, 2,3,6-trinitro-1 -naphthylethyL 2,3,4-trinitro-1 -naphthylmethyl, 3,4,5-trinitro-1 -naphthylmethyl, 
4, 5,6-trinitro-l -naphthylethyL 2,4,8-trinitro-1 -naphthylmethyl, bis(2-nitrophenyl)methyl, 3-nitrophenylphenylmethyL bis 
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(4-nitrophenyl)methyl. 4-nitrophenylphenylmethyl, bis^S-dinitrophenyOmethyl, bis(2,5-dinitrophenyl)methyl, bis 
(2 6-dinitrophenyl)methyl. 2,4-dinitrophenylphenylmethy! and bis(2,3,6-trinitrophenyl)methyl groups: and aralkyl 
groups substituted with at least one cyano group, examples of which include 2-cyanophenethyl. 3-cyanobenzyl, 4-cy- 
anobenzyl 4-cyanobenzyldiphenylmethyl. 4-cyanophenethyl : 3,5-dicyanobenzyl, 2,5-dicyanophenethyl, 2,6-dicy- 

5 anobenzyl 2 4-dicyanophenethyl. 2.3,6-tricyanobenzyl, 2,3,4-tricyanophenethyL 3,4,5-tricyanobenzyl, 2,5,6-tncyano- 
phenethyl. 2.4.6-tricyanobenzyl, 1-cyano-2-naphthylmethyl, 3-cyano-1 -naphthylmethyl, 3,8-dicyano-l -naphthylme- 
thyl 2 3-dicyano-1-naphthylethyl. 4.8-dicyano-1 -naphthylmethyl, 5,6-dicyano-1 -naphthylmethyl, 2,3.6-tricyano- 
1-naphthylethyl. 2.3.4-tricyano-1 -naphthylmethyl, 3,4,5-tricyano-1 -naphthylmethyl, 4,5,6-tricyano-l -naphthylethyl, 
2 4 8-tricyano-1 -naphthylmethyl. bis(2-cyanophenyl)-methyl, 3-cyanophenytphenylmethyl : bis(4-cyanophenyi)methyl, 

10 4-cyanophenylphenylmethyl, bis^-dicyanophenyOmethyl. bis(2,5-dicyanophenyl)methyl, bis(2,6-dicyanophenyl) 
methyl. 2.4-dicyanophenylphenylmethyl and bis(2,3,6-tricyanophenyl)methyl groups. 

[0051 ] Of the above, unsubstituted aralkyl groups and aralkyl groups substituted with at least one substituent selected 
from the group consisting of halogen atoms, lower alkyl groups and lower atkoxy groups are preferred, unsubstituted 
aralkyl groups and aralkyl groups substituted with at least one substituent selected from the group consisting of halogen 

15 atoms and lower alkyl groups are more preferred, and unsubstituted aralkyl groups are most preferred. 

[0052] Where substituents R a . R b . R c or R d represent a lower alkylsulfonyl group, this is a group in which a lower 
alkyl group defined and exemplified above, is bonded to a sulfonyl group (-S0 2 -). The lower alkylsulfonyl group is 
preferably a straight or branched alkylsulfonyl group having from 1 to 4 carbon atoms, more preferably a methylsulfonyl, 
ethylsulfonyl, propylsulfonyl, isopropylsulfonyl or bulylsulfonyl group, and most preferably a methylsulfonyl, ethylsul- 

20 fonyl or propylsulfonyl group. 

[0053] Where substituents R c and R d together with the nitrogen atom to which they are bonded form a heterocyclyl 
group said heterocyclyl group is a heterocyclyl group having at least one nitrogen atom as defined above in relation 
to substituent R 4 . Examples of said heterocyclyl group include 1 -azetidinyl, 1 -pyrrolidinyl, 1 -pyrrolinyL 1 -imidazolidmyl, 
l-imidazolinyl. l-pyrazolidinyU-pyrazolinyLS-oxazolidinyl^-thiazolidinyl, 1-piperidyl, tetrahydropyridin-1 -yl, dihydro- 

25, pyhdin-1-yl. 1 -piperazinyl, 4-morpholinyl, 4-thiomorpholinyl, 1-homopiperidyl, 8-azabicyclo-[3.2.1]octan-8-yl, 8-azabi- 
- cyclo[3.2.1]octen-8-yl. 9-azabicyclo[3.3.1]nonan-9-yl and 9-azabicyclo[3.3.1]nonen-9-yl.groups. < < 

[0054] Where substituents R c and R d together with the nitrogen atom to which they are bonded form a heterocyclyl 
group as defined and exemplified above, said heterocyclyl groups may be fused with another cyclic group selected 
from the group consisting of aryl groups defined above and heteroaryl groups defined above. Examples of such fused 

30 heterocyclyl groups include tetrahydroquinolin-1 -yl and tetrahydroisoquinolin-2-yl. : < 
: [0055] The halogen atoms in the definition of Substituent group a include fluorine, chlorine, bromine and iodine 
atoms, of which fluorine and chlorine atoms are preferred. 

[0056] Where the substituent in the definition of Substituent group a is a lower alkoxy group, this is a group in which 
an oxygen atom is bonded to a lower alkyl group as defined and exemplified above. The alkoxy groups are preferably 
35 straight or branched alkoxy groups having 1 to 4 carbon atoms, more preferably methoxy, ethoxy, propoxy, isopropoxy 
or butoxy groups, and particularly preferably methoxy, ethoxy or propoxy groups. 

[0057] Where the substituent in the definition of Substituent group a is a halogeno lower alkoxy group this is a group 
in which a lower alkoxy group as defined above is substituted with at least one halogen atom as exemplified above. 
The halogeno lower alkoxy groups preferably have from 1 to 4 carbon atoms, and are more preferably selected from 
40 the group consisting of difluoromethoxy, trifluoromethoxy and 2,2,2-trifluoromethoxy groups. Difluoromethoxy groups 
are most preferred. 

[0058] Where the substituent in the definition of Substituent group a is a lower alkylthio group this is a group in which 
a sulfur atom is bonded to a lower alkyl group as defined and exemplified above. The lower alkylthio groups are pref- 
erably straight or branched alkylthio groups having 1 to 4 carbon atoms, more preferably methylthio, ethylthio, pro- 

45 pylthio. isopropylthio or butylthio groups, and particularly preferably methylthio, ethylthio or propylthio groups. 

[0059] Where the substituent in the definition of Substituent group a is a halogeno lower alkylthio group this is a 
group in which a lower alkylthio group as defined above is substituted with at least one halogen atom as exemplified 
above. The halogeno lower alkylthio groups preferably have from 1 to 4 carbon atoms, and are more preferably selected 
from the group consisting of difluoromethylthio, trifluoromethylthio and 2.2,2-trifluoroethylthio groups. 

so [0060] A preferred group of substituents of Substituent group a is Substituent group a 1 which comprises halogen 
atoms, lower alkoxy groups as defined above and halogeno lower alkoxy groups as defined above. 
[0061] A preferred group of substituents of Substituent group (3 is Substituent group (3 1 which comprises a group of 
formula -NR c R d wherein one of R c and R d is selected from the group consisting of hydrogen atoms and lower alkyl 
groups as defined above and the other is selected from the group consisting of hydrogen atoms, lower alkyl groups 

55 as defined above and aralkyl groups as defined above. 

[0062] A preferred group of substituents of Substituent group y is Substituent group -y 1 which comprises lower alkyl 
groups as defined above which are substituted with a substituent selected from the group consisting of amino groups, 
amino groups substituted with one or two lower alkyl groups as defined above and amino groups substituted with an 
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aralkyl group as defined above. Of these., substituents in which the alkyl moiety which is substituted with a substituent 
selected from the group consisting of amino groups, amino groups substituted with one or two lower alkyl groups and 
amino groups substituted with an aralkyl is an alkyl group having from 1 to 4 carbon atoms are preferred. Aminomethyl. 

2- aminoethyl, 3-aminopropyl. methylaminomethyl, 2-(methylamino)ethyl s 3-(methylamino)propyl. ethylaminomethyl 
5 2-(ethylamino)ethyl : 3-(ethylamino)propyl, dimethylaminomethyl. 2-(dimethylamino)ethyl. 3-(dimethylamino)propyl. di- 

ethylaminomethyl.. 2-(diethylamino)ethyl : 3-(diethylamino)propyl, benzylaminomethyL 2-(benzylamino)-ethyl and 

3- (benzylamino)propyl groups are more preferred. 

[0063] A preferred group of substituents of Substituent group 5 is Substituent group S 1 which comprises lower alkyl 
groups as defined above : halogeno lower alkyl groups, hydroxy lower alkyl groups and nitro lower alkyl groups. 
10 [0064] The halogeno lower alkyl groups in the definition of Substituent group S 1 above are lower alkyl groups as 
defined above which are substituted with at least one halogen atom. Halogeno alkyl groups having from 1 to 4 carbon 
atoms are preferred. trifluoromethyl, trichloromethyL difluoromethyl ; dichloromethyl. dibromomethyl. fluoromethyl 
2 s 2 ; 2-trichloroethyL 2.2.2-trifluoroethyl. 2-bromoethyl, 2-chloroethyl, 2-fiuoroethyl and 2.2-dibromoethyl groups are 
more preferred.. trifluoromethyL trichloromethyL difluoromethyl and fluoromethyl groups are still more preferred and 
'5 trifluoromethyl groups are most preferred. 

[0065] The hydroxy lower alkyl groups in the definition of Substituent group S 1 above are lower alkyl groups as defined 
above which are substituted with at least one hydroxy group. Hydroxyalkyl groups having from 1 to 4 carbon atoms 
are preferred, and hydroxymethyL 2-hydroxyethyl and 3-hydroxypropyl groups are most preferred. 
[0066] The nitro lower alkyl groups in the definition of Substituent group 6 1 above are lower alkyl groups as defined 
above which are substituted with at least one nitro group. Nitroalkyl groups having from 1 to 4 carbon atoms are 
preferred, and nitromethyl. 2-nitroethyl and 3-nitropropyl are most preferred. 

[0067] Where R3 | s a group of formula -X-R* wherein X is a single bond and is a heterocyclyl group which may 
be optionally substituted with at least one group selected from the group consisting of Substituent group a defined 
above and Substituent group 6 defined above and which is substituted with at least one group selected from the group 
consisting of Substituent group (3 defined above and Substituent group y defined above or it is a heterocyclyl group 
having at least one nitrogen atom which may be optionally substituted with at least one group selected from the group 
consisting of Substituent group a defined above and Substituent group 8 defined above, the group R3 is preferably a 
group of the following formula (II): 
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wherein: 



40 m represents 0 or 1 ; 

n represents 1 or 2; 

R 5 , R 6 , R 7 . R 8 and R9 may be the same or different from one another and each is selected from the group consisting 
of hydrogen atoms. Substituent group a defined above, Substituent group J5 defined above, Substituent group y 
defined above and Substituent group 6 defined above; 

one of D and E represents a group of formula >N wherein R'° is selected from the group consisting of hydrogen 
atoms, Substituent group y defined above and Substituent group 6 defined above, and the other represents a group 
of formula >CR"R12 wherein R.n and Ri2 are the same or different from one another and each is selected from 
the group consisting of hydrogen atoms, Substituent group a defined above, Substituent group p defined above, 
Substituent group y defined above and Substituent group 5 defined above, or 

R 6 may form, together with R* or R 7 , a single bond, and/or Rio and R« together may form a lower alkylene group 
defined below which is unsubstituted or is substituted with at least one substituent selected from the group con- 
sisting of Substituent group a defined above, Substituent group 0 defined above. Substituent group vdefined above 
and Substituent group 5 defined above. 

[0068] Preferably, one of R* and R 7 forms a single bond together with R* and the other is selected from the group 
consisting of hydrogen atoms, Substituent group a, Substituent group y and Substituent group 5. more preferably 
selected from the group consisting of hydrogen atoms, lower alkyl groups as defined above and aralkyl groups as 
defined above, and most preferably selected from the group consisting of hydrogen atoms, alkyl groups having from 



12 

BNSDOCID: <EP 1243569A1 I > 



BP 1 243 589 A1 

1 to 4 carbon atoms, benzyl groups and phenethyl groups. 

[0069] Each of R 8 ; R 9 , R 10 , R 11 and R 12 is preferably selected from the group consisting of hydrogen atoms, Sub- 
stituent group a. Substituent group y and Substituent group §, more preferably selected from the group consisting of 
hydrogen atoms, lower alkyl groups as defined above and aralkyl groups as defined above, and most preferably se- 
5 lected from the group consisting of hydrogen atoms : alkyl groups having from 1 to 4 carbon atoms, benzyl groups and 
phenethyl groups. 

[0070] Where R 10 and R 11 together form a lower alkylene group, this is a straight or branched alkylene group having 
from 1 to 6 carbon atoms, examples of which include methylene, ethylene, trimethylene, propylene, tetramethylene, 
1-methyltrimethylene, 2-methyttrimethylene, 1 ,1-dimethylethylene, pentamethylene, 1 ,1 -dimethyltrimethylene, 
10 2.2-dimcthyitrimethylene, 1 f 2-dimethyltrimethylene and hexamethylene groups. Straight or branched alkylene groups 
having f-om 3 to 6 carbon atoms are preferred, straight or branched alkylene group having 3 or 4 carbon atoms are 
more preferred, and straight chain alkylene groups having 3 or 4 carbon atoms are most preferred. 
[0071] Preferred examples of the above group of formula (II) include: 

15 (a) h grouo of formula (II) wherein m is 1 and n is 1 ; 

. (D) a grouo of formula (II) wherein one of R 5 and R 7 together with R 6 represents a single bond and the other is a 

hydrogen atom: 

20 (c) n youp cf formula (II) wherein R 7 , R 8 and R 9 may be the same or different from one another and each is 

selected from the group consisting of hydrogen atoms, Substituent group a defined above, Substituent group y 
aefmcd above and Substituent group 6 defined above; 

(d) a group of formula (II) wherein R 10 , R 11 and R 12 may be the same or different from one another and each is 
25 selected from the group consisting of hydrogen atoms, Substituent group a defined above, Substituent group y 

defined above and Substituent group 6 defined above; lt 

(e) a group of formula (II) wherein R 10 and R 11 together form a straight chain alkylene group having 3 or 4 carbon 
atoms which is unsubstituted or is substituted with at least one substituent selected from the group consisting of 

30 Substituent group a defined above, Substituent group p defined above, Substituent group y defined above and 

Substituent group 6 defined above; and 

(f) a group of formula (II) wherein each of R 7 , R 8 and R 9 is a hydrogen atom, and R 10 and R 11 together form a 
straight chain alkylene group having 3 or 4 carbon atoms which is unsubstituted or is substituted with at least one 

35 substituent selected from the group consisting of Substituent group a defined above, Substituent group £ defined 

above, Substituent group 7 defined above and Substituent group 5 defined above. 
Of these, more preferred examples of the above group of formula (II) include: 

(g) a group of formula (II) wherein m is 1, n is 1 , D represents a group of formula >CR 11 R 12 and E represents a 
40 group of formula >NR 10 : and 

(h) a group of formula (II) wherein m is 1 , n is 1 , D represents a group of formula >CR 11 R 12 , E represents a group 
of formula >NR 10 , and at least one of the subsitituents R 8 , R 9 , R 11 and R 12 is a substituent selected from the group 
consisting of Substituent group a defined above, Substituent group y defined above and Substituent group 5 defined 

4 * above. 

We also prefer a group of formula -X-R 4 wherein X is a lower alkenylene group which may optionally be 
substituted with at least one substituent selected from Substituent group a defined above and R 4 is a heterocyclyl 
group which may optionally be substituted with at least one group selected from the group consisting of Substituent 
group a defined above and Substituent group 5 defined above and which is substituted with at least one group 
so selected from the group consisting of Substituent group p defined above and Substituent group y defined above 

or it is a heterocyclyl group having at least one nitrogen atom which may optionally be substituted with at least one 
group selected from the group consisting of Substituent group a defined above and Substituent group 6 defined 
above. 

In this case, preferred examples of such a heterocyclyl group for R 4 include 2-pyrrolidinyl, 1 -methyl-2-pyrro- 
55 lidinyl, l-ethyl-2-pyrroiidinyl, 1 -propyl-2-pyrrolidinyl, 2-piperidinyl, 1 -methyl-2-piperidinyl, 1 -ethyl-2-piperidinyl and 

1-propyl-2-piperidinyl groups. 

The present invention encompasses esters and other derivatives of the compounds of formula (I). These esters 
and other derivatives are compounds of formula (I) in which a functional group (for example, a hydroxy! group, an 
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amino group, an imino group or a sulfonamide group) of said compound of formula (I) is modified by the addition 
of a protecting group using conventional techniques well-known in the art (see, for example, "Protective Groups 
in Organic Synthesis. Second Edition, Theodora W. Greene and Peter G.M. Wuts, 1 991 , John Wiley & Sons, Inc.). 

There is no particular restriction on the nature of this protecting group, provided that, where the ester or other 
5 derivative is intended for therapeutic purposes, it must be pharmacologically acceptable, i.e. the protecting group 

must be capable of being removed by a metabolic process (e.g. hydrolysis) on administration of said compound 
to the body of a live mammal to give a compound of formula (I) or a salt thereof. In other words, the pharmaco- 
logically acceptable esters or other derivatives are pro-drugs of the compounds of formula (I) of the present inven- 
tion. Where, however, the ester or other derivative of the compound of formula (I) of the present invention is intended 
10 for non-therapeutic purposes (e.g. as an intermediate in the preparation of other compounds), then the requirement 

that said ester or other derivative is pharmacologically acceptable does not apply. 

Whether an ester or other derivative of a compound of formula (I) of the present invention is pharmacologically 
acceptable can be easily determined. The compound under investigation is intravenously administered to an ex- 
perimental animal such as a rat or mouse and the body fluids of the animal are thereafter studied. If a compound 
15 of formula (I) or a pharmacologically acceptable salt thereof can be detected in the body fluids, the compound 

under investigation is judged to be a pharmacologically acceptable ester or other derivative. 

The compounds of formula (I) of the present invention can be converted to an ester, examples of which include 
a compound of formula (I) in which a hydroxyl group present therein is esterified. The ester residue may be a 
general protecting group where the esterified compound is to be used as an intermediate or a protecting group 
20 which is capable of being removed by a metabolic process (e.g. hydrolysis) in vivo where the esterified compound 

is one which is pharmacologically acceptable. 

The general protecting group referred to above is a protecting group which is removable by a chemical process 
such as hydrolysis, hydrogenolysis, electrolysis or photolysis. Preferred examples of such a general protecting 
group used to synthesise a compound of formula (I) in which a hydroxyl residue therein is esterified include the 
25 following: 

(i) aliphatic acyl groups, examples of which include 

alkylcarbonyl groups having from 1 to 25 carbon atoms, examples of which include formyl, acetyl, propionyl, 
30 butyryi, isobutyryl. pentanoyl, pivaloyl, valeryl, isovaleryl, octanoyl, nonanoyl, decanoyl, 3-methylnonanoyl, 

8-methylnonanoyl, 3-ethyloctanoyl, 3,7-dimethyloctanoyl, undecanoyl, dodecanoyl, tridecanoyl, tetrade- 

canoyl, pentadecanoyl, hexadecanoyl, 1-methylpentadecanoyL 14-methylpentadecanoyl, 13,13-dimethyltet- 

radecanoyl, heptadecanoyl, 15-methylhexadecanoyl : octadecanoyl, 1-methylheptadecanoyl, nonadecanoyl, 

eicosanoyl and heneicosanoyl groups, 
35 halogenated alkylcarbonyl groups having from 1 to 25 carbons in which the alkyl moiety thereof is substituted 

by at least one halogen atom, examples of which include chloroacetyl, dichloroacetyl, trichloroacetyl and trif- 

luoroacetyl groups, 

lower alkoxyalkylcarbonyl groups which comprise an alkylcarbonyl group having from 1 to 25 carbon atoms 
in which the alkyl moiety thereof is substituted with at least one lower alkoxy group as defined above, examples 
40 of said lower alkoxyalkylcarbonyl groups including methoxyacetyl groups, and 

unsaturated alkylcarbonyl groups having from 1 to 25 carbon atoms, examples of which include acryloyl, pro- 
pioloyl, methacryloyl, crotonoyL isocrotonoyl and (E)-2-methyl-2-butenoyl groups; 
of these, alkylcarbonyl groups having from 1 to 6 carbon atoms are preferred; 

45 (j|) aromatic acyl groups, examples of which include 

arylcarbonyl groups which comprise a carbonyl group which is substituted with an aryl group as defined above, 
examples of which include benzoyl, a-naphthoyl and p-naphthoyl groups, 

halogenated arylcarbonyl groups which comprise an arylcarbonyl group as defined above which is substituted 
with at least one halogen atom, examples of which include 2-bromobenzoyl and 4-chlorobenzoyl groups, 
lower alkylated arylcarbonyl groups which comprise an arylcarbonyl group as defined above which is substi- 
tuted with at least one lower alkyl group as defined above, examples of which include 2,4,6-trimethyl-benzoyl 
and 4-toluoyl groups. 

lower alkoxylated arylcarbonyl groups which comprise an arylcarbonyl group as defined above which is sub- 
stituted with at least one lower aikoxy group as defined above, examples of which include 4-anisoyl groups, 
nitrated arylcarbonyl groups which comprise an arylcarbonyl group as defined above which is substituted with 
at least one nitro group, examples of which include 4-nitrobenzoyl and 2-nitrobenzoyl groups, 
lower alkoxycarbonylated arylcarbonyl groups which comprise an arylcarbonyl group as defined above which 
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is substituted with a carbonyl group which is itself substituted with a lower alkoxy group as defined above, 
examples of which include 2-(methoxycarbonyl)benzoyl groups, and 

arylated arylcarbonyl groups which comprise an arylcarbonyl group as defined above which is substituted with 
at least one aryl group as defined above, examples of which include 4-phenylbenzoyl groups; 

5 

(iii) alkoxycarbonyl groups, examples of which include 

lower alkoxycarbonyl groups which comprise a carbonyl group substituted with a lower alkoxy group as defined 
above, examples of which include methoxycarbonyl, ethoxycarbonyl, propoxycarbonyl, butoxycarbonyl, s-bu- 
10 toxycarbonyl, t-butoxycarbonyl and isobutoxycarbonyl groups, and 

lower alkoxycarbonyl groups as defined above which are substituted with at least one substituent selected 
from the group consisting of halogen atoms and tri(lower alkyl)silyl groups (wherein said lower alkyl groups 
are as defined above), examples of which include 2,2,2-trichloroethoxycarbonyl and 2-trimethylsilylethoxycar- 
bonyl groups; 

(iv) tetrahydropyranyl or tetrahydrothiopyranyl groups which may optionally be substituted with at least one sub- 
. stituent selected from lower alkyl groups as defined above, halogen atoms and lower alkoxy groups as defined 

above, examples of which include tetrahydropyran-2-yl, 3-bromotetrahydropyran-2-yl, 4-methoxytetrahydropyran- 
4-yl : letrahydrothiopyran-2-yl and 4-methoxytetrahydrothiopyran-4-y! groups: 

20 

(v) tetrahydrofuranyl or tetrahydrothiofuranyl groups which may optionally be substituted with at least one substit- 
uent selected from lower alkyl groups as defined above, halogen atoms and lower alkoxy groups as defined above, 
examples of which include tetrahydrofuran-2-yi and tetrahydrothiofuran-2-yl groups; 

25 (vi) silyl groups, examples of which include 

tri(lower alkyl)silyl groups (wherein said lower alkyl groups are as defined above), examples of which include 
trimethylsilyl, triethylsilyl, isopropyldimethylsilyl, t-butyldimethylsilyL methyldiisopropylsilyl, m ethyl -di-t-buty Is- 
ilyl and triisopropylsilyl groups, and 
30 tri(lower alkyl)silyl groups in which at least one of said lower alkyl groups is substituted with 1 or 2 aryl groups 

as defined above, examples of which include diphenylmethylsilyl, diphenylbutylsilyl, diphenylisopropylsilyl and 
phenyJdiisopropylsilyl groups; 

(vii) alkoxymethyl groups : examples of which include 

35 

lower alkoxymethyl groups which comprise a methyl group which is substituted with a lower alkoxy group as 
defined above, examples of which include methoxymethyl, 1 ,1-dimethyl-l-methoxymethyl, ethoxymethyl, pro- 
poxymethyl, isopropoxymethyl, butoxymethyl and t-butoxymethyl groups, 

lower alkoxylated lower alkoxymethyl groups which comprise a lower alkoxymethyl group as defined above 
40 jn which the alkoxy moiety thereof is substituted with a lower alkoxy group as defined above, examples of 

which include 2 -methoxyethoxy methyl groups, and 

lower halogeno alkoxymethyl groups which comprise a lower alkoxymethyl group as defined above in which 
the alkoxy moiety thereof is substituted with at least one halogen atom , examples of which include 2,2,2-trichlo- 
roethoxymethyl and bis(2-chloroethoxy)methyl groups; 

45 

(viii) substituted ethyl groups, examples of which include 

lower alkoxylated ethyl groups which comprise an ethyl group which is substituted with a lower alkoxy group 
as defined above, examples of which include 1-ethoxyethyl and 1-(isopropoxy)ethyl groups, and 
50 halogenated ethyl groups such as 2,2,2-trichloroethyl groups; 

(ix) aralkyl groups as define above, examples of which include 

lower alkyl groups as defined above which are substituted with from 1 to 3 aryl groups as defined above, 
55 examples of which include benzyl, a-naphthylmethyl, p-naphthylmethyl, diphenylmethyl, triphenylmethyl, a- 

naphthyldiphenylmethyl and 9-anthrylmethyl groups, and 

lower alkyl groups as defined above which are substituted with from 1 to 3 aryl groups as defined above in 
which said aryl moiety is substituted with at least one substituent selected from the group consisting of lower 
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alky! groups as defined above, lower alkoxy groups as defined above., nitro groups, halogen atoms and cyano 
groups, examples of which include 4-methylbenzyl, 2,4,6-trimethylbenzyl, 3.4,5-trimethylbenzyl, 4-methoxy- 
benzyl. 4-methoxyphenydiphenylmethyl ; 2-nitrobenzyL 4-nitrobenzyl.. 4-chlorobenzyl. 4-bromobenzyl and 
4-cyanobenzyl groups; 

(x) "alkenyloxycarbonyl groups" which comprise a carbonyl group which is substituted with an alkenyloxy group 
having from 2 to 6 carbon atoms s examples of which include vinyloxycarbonyl and allyloxycarbonyl groups; and 

(xi) aralkyloxycarbonyl groups which comprise a carbonyl group which is substituted with an aralkyloxy group 
(which is an oxygen atom substituted with an aralkyl group as defined above), in which the aryl moiety thereof may 
optionally be substituted with one or two substituents selected from lower alkoxy groups as defined above and 
ntro groups, examples of which include benzyloxycarbonyl, 4-methoxybenzyloxycarbonyl, 3,4-dimethoxybenzy- 
loxycarbonyl. 2-nitrobenzyloxycarbonyl and 4-nitrobenzyloxycarbonyl groups. 

[0072] 1 he protecting group which is capable of being removed by a metabolic process (e.g. hydrolysis) in vivo is 
one. wheh on administration to the body of a live mammal is removable by a metabolic process (e.g. hydrolysis) to 
give a compound of formula (I) or a salt thereof. Preferred examples of such a protecting group which is used to 
synthcsise a compound of formula (I) in which a hydroxyl residue therein is esterified include the following: 

20 (0 i-(ricyioxy)lowei alkyl groups, examples of which include 

1 -(aliphatic acyloxy)lower alkyl groups which comprise a lower alkyl group as defined above which is substi- 
tuted with an alkylcarbonyloxy group having from 1 to 6 carbon atoms, examples of which include formyloxyme- 
thyl. acctoxymcthyl. dimcthylaminoacetoxymcthyl, propionyloxymethyl, butyryloxymethyl, pivaloyloxymethyl, 
25 valeryloxymethyl. isovaleryloxymethyl, hexanoyloxymethyl, 1 -formyloxyethyl, 1 -acetoxy ethyl, 1-propiony- 

loxyethyl. 1 -butyryloxyethyl, 1 -pivaloyloxyethyl.. 1 -valeryloxyethyl, 1 -isovaleryloxyethyl, 1 -hexanoyloxyethyl, 
1 -formyloxypropyl. 1 -acetoxypropyL 1 -propionyloxypropyl 1 -butyryloxypropyf, 1 -pivaloyloxypropyL 1-valeryl- 
oxypropyl. 1 -isovaleryloxypropyl, 1 -hexanoyloxypropyl, 1 -acetoxybutyl, 1 -propionyloxybutyl, 1 -butyryloxy- 
butyl 1-pivaloyloxybutyl.. 1 -acetoxypentyL 1 -propionyloxypentyL 1 -butyryloxypentyl, 1 -pivaloyloxypentyl and 
30 1 -pivaloyloxyhexyl groups, 

1-(cycloalkylcarbonyloxy)lower alkyl groups which comprise a lower alkyl group as defined above which is 
substituted with a cycloalkylcarbonyloxy group in which a carbonyloxy group is substituted with a cyclohexyl 
group as defined above, examples of which include cyclopentylcarbonyloxymethyl, cyclohexylcarbonyioxyme- 
thyl : 1-cyclopentylcarbonyloxyethyl, 1-cyclohexylcarbonyioxyethyl, 1 -cyclopentylcarbonyloxypropyl, 1-cy- 
clohexylcarbonyloxypropyl, 1 -cyclopentylcarbonyloxybutyl and 1-cyclohexylcarbonyloxybutyl groups, and 
1 -(aromatic acyloxy)lower alkyl groups which comprise a lower alkyl group as defined above which is substi- 
tuted with an aralkyloxycarbonyl group which comprises a carbonyl group which is substituted with an aralky- 
loxy group (said aralkyloxy group comprising an oxygen atom which is substituted with an aralkyl group as 
defined above), examples of which include benzoyloxymethyl groups; 

(ii) substituted carbonyloxyalkyl groups, examples of which include 

(lower alkoxycarbonyloxy)alkyl groups which comprise a lower alkyl group as defined above which is substi- 
tuted with a lower alkoxycarbonyloxy group which comprises a carbonyloxy group substituted with a lower 
alkoxy group as defined above, examples of which include methoxycarbonyloxymethyl, ethoxycarbonyloxyme- 
thyl propoxycarbonyloxymethyl, isopropoxycarbonyloxymethyl, butoxycarbonyloxymethyl, isobutoxycarbony- 
loxymethyl, pentyloxycarbonyloxymethyl, hexyloxycarbonyloxymethyl, cyclohexyloxycarbonyloxymethyl, cy- 
clohexyloxycarbonyloxy(cyclohexyl)methyl, 1 -(methoxycarbonyloxy)ethyl, 1 -(ethoxycarbonyloxy)ethyl, 1 -(pro- 
poxycarbonyloxy)ethyl, 1 -(isopropoxycarbonyloxy)ethyl, 1 -(butoxycarbonytoxy)ethyl, 1 -(isobutoxycarbony- 
loxy)ethyl, 1-(t-butoxycarbonyloxy)ethyl : 1-(pentyloxycarbonyloxy)ethyl, 1-(hexyloxycarbonyloxy)ethyl, 1-(cy- 
clopentyloxycarbonyloxy)ethyl s 1-(cyclopentyloxycarbonyloxy)propyl, 1-(cyclohexyloxycarbonyloxy)propyl, 
1 -(cyclopentyloxycarbonyloxyjbutyl, 1 -(cyclohcxyloxycarbonyloxy)butyl s 1 -(cyclohexyloxycarbonyloxy)cthyl! 
1 -(ethoxycarbonyloxy)propyL 1 -(methoxycarbonyloxy)propyl, 1 -(ethoxycarbonyloxy)propyl, 1 -(propoxycarbo- 
nyloxy)propyl : 1 *(isopropoxycarbonyloxy)propyl, 1 -(butoxycarbonyloxy)propyL 1 -(isobutoxycarbonyloxy)pro- 
pyl, 1 -(pentyloxycarbonyloxy)propyl, 1 -(hexyloxycarbonyloxy)propyl.. 1 -(methoxycarbonyloxy)butyl, 1 -(ethoxy- 
carbonyloxy)butyl s 1-(propoxycarbonyloxy)butyl, 1-(isopropoxycarbonyloxy)butyl, 1 -(butoxycarbonyloxy) 
butyl, 1 -(isobutoxycarbonyloxy)butyl, 1 -(methoxycarbonyloxy)pentyl, 1 -(ethoxycarbonyloxy)pentyl, 1 -(methox- 
ycarbonyloxy)hexyl and 1 -(ethoxycarbonyloxy)hexyl groups, and oxodioxolenylmethyl groups, which comprise 
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a methyl group which is substituted with an oxodioxolenyl group which itself may optionally be substituted with 
a group selected from the group consisting of lower alkyl groups as defined above and aryl groups as defined 
above which may optionally be substituted with at least one lower alkyl group as defined above, lower alkoxy 
group as defined above or halogen atom, examples of which include (5-phenyl-2-oxo-1 .3-dioxolen-4-yl)methyl, 
5 fS-tA-methylphenyO^-oxo-l^-dioxolen-A-yllmethyL f5-(4-methoxyphenyl)-2-oxo-1 t 3-dioxolen-4-yl]methyl, 

[5-(4-fluorophenyl)-2-oxo-1 ! 3-dioxolen-4-yl]methyl ! [5-(4-chlorophenyl)-2-oxo-1 ^-dioxolen-4-ylJmethyl, 
(2-oxo-l ,3-dioxolen-4-yl)-methyl, (5-methyl-2-oxo-1 ,3-dioxolen-4-yl)methyl, (5-ethyl-2-oxo-1 ,3-dioxolen-4-yl) 
methyl (5-propyl-2-oxo-1 ; 3-dioxolen-4-yl)methyL (5-isopropyl-2-oxo-1 f 3-dioxolen-4-yl)methyl and (5-butyl- 
2-0X0-1 ; 3-dioxolen-4-yl)methyl groups; 
10 ■ 

(iii) phthalidyl groups which comprise a phthalidyl group which may optionally be substituted with a substituent 
selected from the group consisting of lower alkyl groups as defined above and lower alkoxy groups as defined 
above, examples of which include phthalidyl, dimethylphthalidyl and dimethoxyphthalidyl groups; 

is (j V ) aliphatic acyl groups as defined and exemplified above in relation to the general protecting group for a hydroxyl 

group; 

(v) aromatic acyl groups as defined and exemplified above in relation to the general protecting group for a hydroxyl 
group: 

20 

(vi) half-ester salt residues of succinic acid: 

(vii) phosphate ester salt residues: 

- 25 (viii) ester-forming residues of an amino acid; • 

(ix) carbamoyl groups which may optionally be substituted with 1 or 2 lower alkyl groups as defined above; and 

(x) 1 -(acyloxy)alkoxycarbonyl groups which comprise a lower alkoxycarbonyl group as defined above in which the 
30 lower alkoxy moiety is substituted with an aliphatic acyloxy group as defined above or an aromatic acyloxy group 

as defined above, examples of which include pivaloylpxymethyloxycarbonyl groups. * 

[0073] Of the above protecting groups which are capable of being removed by a metabolic process (e.g. hydrolysis) 
in vivo which are used to synthesise a compound of formula (I) in which a hydroxyl residue therein is esterified, the 
r 35 substituted carbonyloxyalkyl groups are preferred. 

[0074] In the case where the compound of formula (I) of the present invention has an amino group, an imino group 
and/or a sulfonamide group, the compound can be converted to a derivative other than the esters described above 
and the pharmacologically acceptable salts described below. The "other derivatives" of the compounds of formula.(l) 
include such derivatives. Example of such derivatives include an amide derivative in which an aliphatic acyl group 
40 defined and exemplified above or an aromatic acyl group defined and exemplified above is bonded to a nitrogen atom 
of an amino group, imino group and/or sulfonamide group present in said compound of formula (I). Where said derivative 
is a pharmacologically acceptable derivative of a compound of formula (I) it must be capable of being removed by a 
metabolic process (e.g. hydrolysis) on administration of said compound to the body of a live mammal to give acompound 
of formula (I) or a salt thereof. 

45 [0075] Where the compound of formula (I) of the present invention or a pharmacologically acceptable ester or other 
derivative thereof has a basic group, such as an amino group, the compound can be converted to a salt by reacting it 
with an acid, and in the case where the compound of formula (I) of the present invention or a pharmacologically ac- 
ceptable ester or other derivative thereof has an acidic group, such as a sulfonamide group, the compound can be 
converted to a salt by reacting it with a base. The compounds of the present invention encompass such salts. Where 

so said salts are to be used for a therapeutic use, they must be pharmacologically acceptable. 

[0076] Preferred examples of the salts formed with a basic group present in the compound of formula (I) of the present 
invention include inorganic acid salts such as hydrohalogenated acid salts (e.g. hydrochlorides, hydrobromides and 
hydroiodides), nitrates, perchlorates, sulfates and phosphates; organic acid salts such as lower alkanesulfonates in 
which the lower alkyl moiety thereof is as defined above (e.g. methanesulfonates, trifiuoromethanesulfonates and 

55 ethanesulfonates), arylsulfonates in which the aryl moiety thereof is as defined above (e.g. benzenesulfonate or p- 
toluenesulfonate), acetates, malates, fumarates, succinates, citrates, ascorbates, tartrates, oxalates and maleates; 
and amino acid salts such as glycine salts, lysine salts, arginine salts, ornithine salts, glutamates and aspartates. 
[0077] Preferred example of the salts formed with an acidic group present in the compound of formula (I) of the 
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present invention include metal salts such as alkali metal salts (e.g. sodium salts, potassium salts and lithium salts), 
alkali earth metal salts (e.g. calcium salts and magnesium salts), aluminum salts and iron salts; amine salts such as 
inorganic amine salts (e.g. ammonium salts) and organic amine salts (e.g. t-octylamine salts, dibenzylamine salts, 
morphoiine salts, glucosamine salts, phenylglycinealkyl ester salts, ethylenediamine salts. N-methylglucamine salts, 
5 guanidine salts, diethylamine salts., triethylamine salts., dicyclohexylamine salts, N : N'-dibenzylethylenediamine salts, 
chloroprocaine salts, procaine salts, diethanolamine salts, N-benzylphenethylamine salts, piperazine salts, tetrame- 
thylammonium salts and tris(hydroxymethyl)aminomethane salts; and amino acid salts such as glycine salts, lysine 
salts, arginine salts, ornithine salts, glutamates and aspartates. 

[0078] The compound of formula (I) of the present invention can sometimes take up water upon exposure to the 
10 atmosphere or when recrystallized to absorb water or to form a hydrate and such hydrates are also included within the 
scope of the present invention. Additionally, certain other solvents may be taken up by the compounds of the present 
invention to produce solvates, which also form a part of the present invention. 

[0079] The compounds of formula (I) of the present invention can sometimes exist in the form of geometrical isomers 
(cis and trans isomers) and, where said compounds contain one or more asymmetric centres, optical isomers. For the 
15 compounds of the present invention, each of said isomers and mixture of said isomers are depicted by a single formula, 
i.e. the formula (I). Accordingly, the present invention covers both the individual isomers and mixtures thereof in any 
proportion, including racemic mixtures. 

[0080] Preferred classes of compounds of the present invention are those compounds of formula (I) and pharmaco- 
logically acceptable salts, esters and other derivatives thereof wherein: 

20 

(A) R 1 is an aryl group defined above which may optionally be substituted with at least one substituent selected 
from the group consisting of Substituent group a defined above, Substituent group p defined above, Substituent 
group y defined above and Substituent group 6 defined above; 

25 (B) R 1 is a phenyl or naphthyl group which may optionally be substituted with at least one substituent selected 

from the group consisting of Substituent group a defined above, Substituent group p defined above, Substituent 
group y defined above and Substituent group 5 defined above: 

(C) R 1 is a phenyl group which may optionally be substituted with at least one substituent selected from the group 
30 consisting of Substituent group a 1 defined above, Substituent group p 1 defined above, Substituent group y 1 defined 

above and Substituent group 5 1 defined above; 

(D) R 1 is a phenyl group which may optionally be substituted with at least one substituent selected from the group 
consisting of halogen atoms, halogeno lower alkyl groups as defined above and a halogeno lower alkoxy groups 

35 as defined above; 

(E) R 1 is a phenyl, 4-fluorophenyl, 3-fluorophenyl, 3-chlorophenyi, 3,4-difluorophenyl, 3,4,5-trifluorophenyl, 3-chlo- 
ro-4-fluorophenyl, 3-difluoromethoxyphenyl or 3-trifluoromethylphenyl group; 

4 o (F) R 2 is a 5- or 6-membered aromatic heterocyclic group containing one or two nitrogen atoms, said group op- 

tionally being substituted with at least one substituent selected from the group consisting of Substituent group a 
defined above, Substituent group p defined above, Substituent group y defined above and Substituent group 5 
defined above; 

45 (G) R 2 is a pyridyl or pyrimidinyl group which may optionally be substituted with at least one substituent selected 

from the group consisting of Substituent group a defined above, Substituent group p defined above, Substituent 
group y defined above and Substituent group 8 defined above: 

(H) R 2 is a 4-pyridyl or 4-pyrimidinyl group which may optionally be substituted with at least one substituent selected 
so from the group consisting of Substituent group a defined above, Substituent group p defined above, Substituent 

group y defined above and Substituent group 5 defined above: 

(I) R 2 is a 4-pyridyl or 4-pyrimidinyl group which may optionally be substituted at the 2-position thereof with a 
substituent selected from the group consisting of Substituent group a defined above, Substituent group p defined 

55 above, Substituent group y defined above and Substituent group 5 defined above; 

(J) R 2 is a 4-pyridyl or 4-pyrimidinyl group which may optionally be substituted at the 2-position thereof with a 
substituent selected from the group consisting of methoxy, amino, methylamino, benzylamino, and ot-methylben- 
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zylamino groups; 

(K) R 4 is selected from the group consisting of: 

5 cycloalkyl groups having from 3 to 7 carbon atoms, which may be optionally substituted with at least one 

substituent selected from the group consisting of Substituent group a defined above and Substituent group 5 
defined above and which are substituted with at least one substituent selected from the group consisting of 
Substituent group p defined above and Substituent group y; 

phenyl or naphthyl groups which may be optionally substituted with at least one substituent selected from the 
w group consisting of Substituent group a defined above and Substituent group 5 defined above and which are 

substituted with at least one substituent selected from the group consisting of Substituent group p defined 
above and Substituent group y: 

4- to 12-membered non-aromatic heterocyclic groups containing one or two heteroatoms selected from the 
group consisting of sulfur atoms, oxygen atoms and nitrogen atoms ; which may. be optionally substituted with 

15 . at least one substituent selected from the group consisting of Substituent group a defined above and Substit- 

uent group 6 defined above and which are substituted with at least one substituent selected from the group 
consisting of Substituent group p defined above and Substituent group y defined above; 
• 4- to 12-membered non-aromatic heterocyclic groups containing one nitrogen atom and optionally one further 
heteroalom selected from the group consisting of oxygen atoms, sulfur atom and nitrogen atoms, which may 

20 optionally be substituted with at least orle substituent selected from the group consisting of Substituent group 

ex defined above and Substituent group 5 defined above: 

5- or 6-membered aromatic heterocyclic groups containing one or two heteroatoms selected from the group 
consisting of sulfur atoms, oxygen atoms and nitrogen atoms, which may be optionally substituted with at least 
one substituent selected from the group consisting of Substituent group a defined above and Substituent group 

25 8 defined above and which are substituted with at least one substituent selected from the group consisting of 

. Substituent group p defined above and Substituent group y defined above; 

5- or 6-membered aromatic heterocyclic groups containing one or two nitrogen atoms, said groups optionally 
being substituted with at least one substituent selected from the group consisting of Substituent group a and 
Substituent group 5; and 

30. groups of formula -NR a R b wherein R a and R b are as defined above; v 

(L) X is selected from the group consisting of single bonds, alkylene groups having from 1 to 6 carbon atoms which 
may optionally be substituted with at least one substituent selected from Substituent group a defined above, alke- 
nylene groups having from 2 to 6 carbon atoms which may optionally be substituted with at least one substituent 
35 selected from Substituent group a defined above and alkynylene groups having from 2 to 6 carbon atoms which 

may optionally be substituted with at least one substituent selected from Substituent group a defined above; 

(M) X is selected from the group consisting of single bonds, alkylene groups having from 1 to 4 carbon-atoms 
which may optionally be substituted with at least one substituent selected from Substituent group a defined above, 
40 alkenylene groups having from 2 to 4 carbon atoms which may optionally be substituted with at least one substituent 

selected from Substituent group a defined above and alkynylene groups having from 2 to 4 carbon atoms which 
may optionally be substituted with at least one substituent selected from Substituent group a defined above; 



45 
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(N) X is a single bond or an alkenylene group having from 2 to 4 carbon atoms; 
(O) R 3 is a group of the following formula (II): 




wherein 

m represents 0 or 1 , 
n represents 1 or 2, 
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R 5 , R 6 , R', R 8 and R 9 may be the same or different from one another and each is selected from the group consisting 
of hydrogen atoms. Substituent group a defined above. Substituent group p defined above. Substituent group y 
defined above and Substituent group 5 defined above, 

one of D and E represents a group of formula >NR™ wherein R 10 is selected from the group consisting of hydrogen 
atoms, Substituent group y defined above and Substituent group 5 defined above : and the other represents a group 
of formula >CR 11 R 1 2 wherein R 11 and R 12 are the same or different from one another and each is selected from 
the group consisting of hydrogen atoms, Substituent group a defined above, Substituent group p defined above. 
Substituent group y defined above and Substituent group 5 defined above, or 

R 6 may form, together with R 5 or R 7 , a single bond, and/or R 10 and R 11 together may form a straight or branched 
aikylene group having from 1 to 6 carbon atoms which is unsubstituted or is substituted with at least one substituent 
selected from the group consisting of Substituent group a defined above, Substituent group p defined above, 
Substituent group y defined above and Substituent group 5 defined above; 

(P) R 3 is a group of formula (II) as defined above wherein m is 1 and n is 1 ; 

(Q) R 3 is a group of formula (II) as defined above wherein E represents a group of formula >NR 10 and D represents 
a group of formula >CR 11 R 12 ; 

(R) R 3 is a group of formula (II) as defined above wherein one of R 5 and R 7 together with R 6 represents a single 
bond and the other represents a substituent selected from the group consisting of hydrogen atoms, Substituent 
group a defined above, Substituent group y defined above and Substituent group 5 defined above, and R 8 . R 9 , 
R 10 , R 11 and R 12 may be the same or different from one another and each represents a substituent selected from 
the group consisting of hydrogen atoms, Substituent group a defined above, Substituent group y defined above 
and Substituent group 5 defined above, or R™ and R" together form an aikylene group having from 1 to 6 carbon 
atoms which is unsubstituted or is substituted with at least one substituent selected from the group consisting of 
Substituent group a defined above, Substituent group p defined above, Substituent group y defined above and 
Substituent group 6 defined above; 

(S) R 3 is a group of formula (II) as defined above wherein R1° and R 11 together form a straight chain aikylene 
group having 3 or 4 carbon atoms which is unsubstituted or is substituted with at least one substituent selected 
from the group consisting of Substituent group a defined above, Substituent group p defined above. Substituent 
group y defined above and Substituent group 6 defined above: 

(T) R 3 is a group of formula (II) as defined above wherein each of R 7 R 8 and R 9 is a hydrogen atom, and R 10 and 
R 1 1 together form a straight chain aikylene group having 3 or 4 carbon atoms which is unsubstituted or is substituted 
with at least one substituent selected from the group consisting of Substituent group a defined above, Substituent 
group p defined above, Substituent group y defined above and Substituent group 5 defined above; and 

(U) said compound of formula (I) is a compound of formula (1-1 ) or (l-3) below wherein R 1 , R 2 and R 3 are as defined 
4 o above: 



20 
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0-1) (I-3) 

[0081 ] Compounds of formula (I) which comprise any combination of the factors selected freely from the five groups 
consisting of (A) to (E) above; (F) to (J) above; (K) above; (L) to (N) above; (O) to (T) above; and (U) above are preferred. 
[0082] More preferred compounds of the present invention are compounds of formula (I) and pharmacologically 
acceptable salts, esters and other derivatives thereof, wherein: 

(i) R 1 is as defined in (A) above, R 2 is as defined in (F) above and R 3 is a group of formula -X-R* wherein X is as 
defined in (L) above and R 4 is as defined in (K) above; 
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(ii) R 1 is as defined in (A) above, R 2 is as defined in (F) above and R 3 is a group of formula -X-R 4 wherein X is as 
defined in (M) above and R 4 is as defined in (K) above; 

(iii) R 1 is as defined in (B) above. R 2 is as defined in (G) above and R 3 is a group of formula .-X-R 4 wherein X is 
5 as defined in (N) above and R 4 is as defined in (K) above; 

(iv) R 1 is as defined in (B) above, R 2 is as defined in (G) above and R 3 is as defined in (O) above; 

(v) R 1 is as defined in (C) above, R 2 is as defined in (H) above and R 3 is as defined in (P) above: 

10 

(vi) R 1 is as defined in (C) above, R 2 is as defined in (H) above and R 3 is as defined in (Q) above; 

(vii) R 1 is as defined in (D) above, R 2 is as defined in (I) above and R 3 is as defined in (R) above; 
is (viij) R"i is as defined in (E) above, R 2 is as defined in (J) above and R 3 is as defined in (S) above: 

(ix) R 1 is as defined in (E) above, R 2 is as defined in (J) above and R 3 is as defined in (T) above; and 

(x) any of the above compounds (i) to (ix) wherein the compound of formula (I) is a compound of formula (1-1) or 
20 (i-3) as defined in (U) above. 

[0083] Particularly preferred compounds of the present invention are compounds of formula (I) selected from the 
following group of compounds, and pharmacologically acceptable salts, esters and other derivatives. thereof: 

25 4-(3-aminopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1H-pyrrole, 

4-(3-acetylaminopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 

2-(4-fiuorophenyl)-4-(3-methylaminopropyl)-3-(pyridin-4-yl)-1 H-pyrrole, 

[5-(4-fluorophenyl)-4-(pyridin-4-yl)-1 H-pyrrol-3-yl]-(pyridin-4-yl)methanol, 

4-(1 -acetyl- 1 ,2,3,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)- 1 H-pyrrole, 
30 2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(1 ,2,3,6-tetrahydropyridin-4-yl)-1 H-pyrrole, 

2- (4-fluorophenyl)-4-(piperidin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

3- (4-fluorophenyl)-1-(piperidin-4-yl)-2-(pyridin-4-yl)-1 H-pyrrole, 

1 -(1 -acetylpiperidin-4-yl)-3-(4-f luoropheny!)-2-(pyridin-4-yl)-1 H-pyrrole ; 
3-(4-fluorophenyl)-1 -[1 -(2-nitroethyl)piperidin-4-yl]-2-(pyridin-4-y!)-1 H-pyrrole, 
35 3-(4-fluorophenyl)-1 -[3-(morpholin-1 -yl)propyl]-2-(pyridin-4-yl)-1 H-pyrrole, 

3- (4-f luorophenyl)-1 -(piperidin-3-yl)-2-(pyridin-4-yl)-1 H-pyrrole, 
1 -(azetidin-3-yl)-3-(4-f luorophenyl)-2-(pyridin-4-yl)-1 H-pyrrole, 

4- (3-dimethylaminopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-[3-(piperidin-1 -yl)propyl]-3-(pyridin-4-yl)-1 H-pyrrole, 

40 2-(4-fluorophenyl)-4-[3-(1-methylpiperazin-4-yl)propyl]-3-(pyridin-4-yl)-1 H-pyrrole, 

2-(4-fluorophenyl)-4-(1-methyl-1 ,2,3, 6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

2- (4-fluorophenyl)-4-(1-methylpiperidin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

3- (4-fluorophenyl)-2-(pyridin-4-yl)-1-(2 s 2,6 ; 6-tetramethylpiperidin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(quinuclidin-2-en-3-yl)-1 H-pyrrole, 

45 2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(quinuclidin-3-yl)-1 H-pyrrole, 

2- (4-fluorophenyl)-4-(4-hydroxypiperidin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

3- (4-fluorophenyl)-2-(pyridin-4-yl)-1 -(quinuclidin-3«yl)-1 H-pyrrole, 

1- (4-aminocyclohexyl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1 H-pyrrole, 

3- (4-fluorophenyl)-2-(2-methylaminopyrimidin-4-yl)-1 -(piperidin-4-yl)-1 H-pyrrole, 

50 2-(4-fluorophenyl)-4-(8-methyl-8-azabicyclo[3.2.1]oct-2-en-3-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

2- (4-fluorophenyl)-4-(8-methyl-8-azabicyclo[3.2.1]octan-3-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

4- (8-azabicyclo[3.2.1]oct-2-Gn-3-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(1 ,2,3 ,6-tetrahydro-2,2, 6, 6-tetramethylpyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(2, 2, 6, 6-tetramethylpiperidin-4-yl)-1 H-pyrrole, 

55 2-(4-fluorophenyl)-4-(2-methyl-1 ,2,3 } 6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

2-(4-fluorophenyl)-4-(6-methyl-1 ,2 ,3, 6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-(1-ethyl-1 ,2,3,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-(1-ethylpiperidin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
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2-(4-fluorophenyl)-4-(1-isopropyM 

2-(4-fluorophenyl)-4-(1 -propyl-1 r 2.3 : 6-tetrahydropv^^^ 

2-(4-fluorophenyl)-4-(1-phenethyl-1.2.3.6-tetrah^ 

2-(4-fluorophenyl)-4-(1 ; 2,3.5,8.8a-hexahydroindolizin-7^^ 
5 2-{4-fluorophenylM-(1 : 2 : 3 : 5 : 6 : 8a-hex^ 

4-(1 : 6-dimethyl-1 : 2 : 3 r 6-tetrahydropyridin-4-yl)-2-(4-fluorophenyi)-3-(pyridin-4-yl)-1 H-pyrrole, 

4-(1 : 2-dimethyl-1 ^^..e-tetrahydropyridin^-yl^^-fluorophenyO-S^pyridin^-ylJ-l H-pyrrole, 

2-(4-fluorophenyl)-4-(1 : 2 5 2,6 : 6-pentamethyl-1 : 2 : 3 ; 6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole : 

4-(3-dimethylamino-1 -propen-1 -yl)-2-(4-fluorophenyl)-3-(pyridin-4-y!)-1 /-/-pyrrole, 
w 4-(4-aminobutyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1H-pyrrole : 

4-(1-ethyl-6-methyl-1 : 2 ; 3 : 6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrote : 

4-(1 -ethyl-2-methyl-1 : 2 : 3 : 6-tetra^ 

1- (3-dimethylaminopropyl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1H-pyrrole : 

2- (4-fluorophenyl)-4-(1,2,3,5,6,7 ; 8 : 8a-octahydroindolizin^ 

15 4-(6-allyl-1 -methyl-1 ; 2 ; 3 : 6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 

4-(2-aMyl-1 -methyl-1, 2 : 3,6-tetrahydropyridin-4-yl)^^ 

4-(6-benzyl-1 -methyl-1 ! 2 J 3 : 6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-l H-pyrrole : 
4-(2-benzyl-1 -methyl-1 ; 2 ? 3.6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole : 
2-(4-fluorophenyl)-4-(6-methyl-1-propyl-1 ? 2 : 3 : 6-tetrahydropyridjn-4-yl)-3-(pyridin-4-yl)-1H-pyrrole, 

20 2-(4-fluorophenyl)-4-(2-methyl-1 -propyl-1 : 2,3 : 6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

2-(4-fluorophenyl)-4-(1,3 : 4,6,7 : 9a-hexahydro-2H-quinolizin-8^ 
2-(4-fluorophenyl)-4-(1,3.4.6,9,9a-hexahydro-2H-qui^^ 
2-(4-fluorophenyl)-4-(1,2 J 3,5 ; 8,8a-hexahydroindolizin-7^^ 
2-(4-fluorophenyl)-4-(1,2 ; 3 : 5 : 6 : 8a-hcxahydroindolizin-7^^ 

25 2-(3 : 4-difluorophenyl)-4-(1 ,2 : 3,5,8,8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-1 H-pyrrole : 

2-(3 ; 4-difluorophenyl)-4-(1 ^S^^Sa-hexahydroindolizin^-yO-S-tpyridin^-ylJ-l H-pyrrole, 
4-(1 ^^.B.S.Sa-hexahydroindolizin-y-ylJ-S^pyridin^-yO^-tS-trifluoromethylphenyO-l /-/-pyrrole, 
4-(1 : 2 : 3 : 5 : 6 : 8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-2-(3-trifluoromethylphenyl)-1H-pyrrole 5 
2-(3-fluorophenyl)-4-(1 ; 2,3 : 5 : 8 : 8a-hexahydroindolizin-7-y!)-3-(pyridin-4-yl)-1 H-pyrrole, 

30 2-(3-f luorophenyl)-4-(1, 2,3,5,6, 8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-1 H-pyrroie, 

2-(3-chlorophenyl)-4-(1 ! 2.3 ? 5 ! 8.8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(3-chlorophenyl)-4-(1, 2.3,5, 6,8a-hexahydroindoN^^ 

4-(1 ; 2 ; 3 ; 5 : 8 : 8a-hexahydroindolizin-7-yl)-2-phenyl-3-(pyridin-4-yl)-1 H-pyrrole, and 
4-(1 : 2 : 3 ? 5 : 6 : 8a-hexahydroindolizin-7-yl)-2-phenyl-3-(pyridin-4-yl)-1H-pyrroie. 

35 

[0084] The most preferred compounds of the present invention are compounds of formula (I) selected from the fol- 
lowing group of compounds, and pharmacologically acceptable salts, esters and other derivatives thereof: 



2- (4-fluorophenyl)-3-(pyridin-4-yl)-4-(1,2 ! 3 ; 6-tetrahydropyridin-4-yl)-1H-pyrrole, 

3- (4-fluorophenyl)-1-(piperidin-4-yl)-2-(pyridin-4-yl)-1 /-/-pyrrole, 

3- (4-fluorophenyl)-1 -[3-(morpholin-1 -yl)propyl]-2-(pyridin-4-yl)-1 H-pyrrole, 

4- (8-azabicyclo[3.2.1]oct-2-en-3-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1H-pyrrole s 
2-(4-fluorophenyl)-4-(6-methyl-1 1 2,3,6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1H-pyrrole J 
4-(1 -ethyl-1 : 2,3,6-tetrahydropyridin-4-yl)-2-(4-f luorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(1 -isopropyl-1 : 2,3 : 6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrote, 
2-(4-fluorophenyl)-4-(1 -propyl-1, 2,3, 6-tetrahydro^ 
2-(4-fluorophenyl)-4-(1-phenethyl-1 ; 2.3,6-tetrah 

2-(4-fluorophenyl)-4-(1 ; 2 ? 3 : 5,6 5 8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-1 /-/-pyrrole, 
4-(1,6-dimethyl-1 J 2 9 3,6-tetrahydropyridin-4-yI)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-(1 ,2-dimethyl-l ,2 J 3 ; 6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-(1-ethyl-6-methyl-1 ! 2 J 3 ! 6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-(1-ethyl-2-methyl-1 5 2 t 3,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(6-methyl-1 -propyl-1 ^^^-tetrahydropyridin^-yO-S^pyridin^-yO-l H-pyrrole, 
2-(4-fluorophenyl)-4-(2-methyl-1 -propyl-1 ^^^-tetrahydropyridin^-yO-S^pyridin^-yO-l H-pyrrole, 
2-(4-fluorophenyl)-4-(1,3 5 4 ! 6,7,9a-hexahydro-2H-quinol^^^ 

2-(3 ! 4-difluorophenyl)-4-(1,2,3 ! 5 ! 6 J 8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-1 H-pyrrole, and 
4-(1,2,3 5 5 : 6,8a-hexahydroindolizin-7-yl)-3-^ 
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[0085] Specific examples of compounds of formula (I) of the present invention include the following compounds of 
formula (1-1) (Table 1) and formula (I-3) (Table 2). 



5 



10 



15 




(1-3) 



20 

[0086] In these Tables, the following abbreviations are used: 





ABN 


9-azabicyclo[3.3.1]nonanyl 




deH-ABN 


dehydro[9-azabicyclo[3.3.1]nonanyl] (i.e. 9-azabicyclo[3.3.1]nonenyl) 


25 


ABO 


8-azabicyclo[3.2.1]octanyl 




deH-ABO 


dehydrol8-azabicyclo[3.2.1]octanyl] (i.e. 8-azabicyclo[3.2.1 Joctenyl) 




Ac 


acetyl 




Azt 


azetidinyl 


30 


Bn 


benzyl 




Bu 


butyl 




t-Bu 


t-butyl 




Bz 


benzoyl 




Et 


ethyl 


35 


Hp 


heptyl 




Hpip 


homopiperidinyl 




Hx 


hexyl 




cHx 


cyclohexyl 


40 


Ind 


indolizinyl 




Me 


methyl 




Mor 


morpholinyl 




Nn 


nonyl 




Oc 


octyl 


45 


Ph 


phenyl 




Phet 


phenethyl 




Pip 


piperidyl 




deH-Pip 


dehydropiperidyl (i.e. tetrahydropyridyl) 


50 


Piz ' 


piperazinyl 


Pn 


pentyl 




cPn 


cyclopentyl 




Pr 


propyl 




iPr 


isopropyl 


55 


cPr 


cyclopropyl 




Pym 


pyrimidinyl 




Pyr 


pyridyl 



*23 
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(continued) 


Pyrd 


pyrrolidinyl 


Qui 


quinolizinyl 


Qun 


quinuclidinyl 


deH-Qun 


dehydroquinuclidinyl (i.e. quinuclidienyl) 


Tmor 


thiomorpholinyl. 



10 



15 



20 



25 



30 



35 



40 



45 



SO 
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Table 1 



5 


Compound 
No. 


R 1 


R 2 


R 3 


10 


1-1 


Ph 


4-Pyr 


H 2 N-CH 2 


1-2 


Ph 


4-Pyr 


H 2 N-(CH 2 ) ; 




1-3 


Ph 


4-Pyr 


H 2 N-(CH 2 ) 3 


15 


1-4 


Ph 


4-Pyr 


H 2 N-(CH 2 ) 4 




1-5 


Ph 


4-Pyr 


MeNH-CH 2 




1-6 


Ph 


4-Pyr 


MeNH-(CH 2 ) 2 


20 


1-7 


Ph 


4-Pyr 


MeNH-(CH 2 ) 3 




1-8 


Ph 


4-Pyr 


MeNH-(CH 2 ) 4 




1-9 


Ph 


4-Pyr 


EtNH-CH 2 


25 


1-10 


Ph 


4-Pyr 


EtNH-(CH 2 ) 2 




1-11 


Ph 


4-Pyr 


EtNH-(CH 2 ) 3 




1-12 


Ph 


4-Pyr 


EtNH-(CH 2 )4 


30 


1-13 


Ph 


4-Pyr 


Me 2 N-CH 2 




1-14 


Ph 


4-Pyr 


Me 2 N-(CH 2 ) 2 




1-15 


Ph 


4-Pyr 


Me 2 N-(CH 2 )3 


35 


1-16 


Ph 


4-Pyr 


Me 2 N-(CH 2 ) 4 




1-17 


Ph 


4-Pyr 


1-Azt-CH 2 




1-18 


Ph 


4-Pyr 


1-Azt-(CH 2 ) 2 


40 


1-19 


Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 




1-20 


Ph 


4-Pyr 


1-Azt-(CH 2 ) 4 




1-21 


Ph 


4-Pyr 


1-Pyrd-CH 2 


45 


1-22 


Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 2 




1-23 


Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 3 




1-24 


Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 4 


50 


1-25 


Ph 


4-Pyr 


1-Pip-CH 2 




1-26 


Ph i 


4-Pyr 


1-Pip-(CH 2 ) 2 




1-27 


Ph 


4-Pyr 


1-Pip-(CH 2 ) 3 


55 


1-28 


Ph 


4-Pyr 


1-Pip-(CH 2 ) 4 
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No. 


R 


R* 


R- 




1-29 


Ph 


4-Pyr 


l-Mor-CH ; 




1-30 


Ph 


4-Pyr 


l-Mor-iCHih 


10 


1-31 


Ph 


4-Pyr 


l-Mor-(CH 2 ) 3 




1-32 


Ph 


4-Pyr 


l-Mor-(CH2)4 




1-33 


Ph 


4-Pyr 


1-Tmor-CH; 


15 


1-34 


Ph 


4-Pyr 


l-Tmor-(CH 2 ) 2 




1-35 


Ph 


4-Pyr 


l-Tmor-(CH : )> 




1-36 


Ph 


4-Pyr 


l-Tmor-(CH 2 ) 4 


20 


1-37 


Ph 


4-Pyr 


1-Piz-CH 2 




1-38 


Ph 


4-Pyr 


1-Piz-(CH 2 ) 2 




1-39 


Ph 


4-Pyr 


1-Piz-(CH 2 ) 3 


25 


1-40 


Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




1-41 


Ph 


4-Pyr 


1-Piz-(CH 2 ) 4 




1-42 


Ph 


4-Pyr 


3-Azt 


30 


1-43 


Ph 


4-Pyr 


l-Me-3-Azt 




1-44 


Ph 


4-Pyr 


l-Bn-3-Azt 




1-45 


Ph 


4-Pyr 


3-Pyrd 


35 


1-46 


Ph 


4-Pyr 


l-Me-3-Pyrd 




1-47 


Ph 


4-Pyr 


3-Pip 




1-48 


Ph 


4-Pyr 


4-Pip 


40 


1-49 


Ph 


4-Pyr 


4-(3,4-deH-Pip) 




1-50 


Ph 


4-Pyr 


l-Me-4-Pip 




1-51 


Ph 


4-Pyr 


l-Me-4-(3,4-deH-Pip) 


45 


1-52 


Ph 


4-Pyr 


l-Et-4-Pip 




1-53 


Ph 


4-Pyr 


l-Bn-4-Pip 




1-54 


Ph 


4-Pyr 


3-Hpip 


50 


1-55 


Ph 


4-Pyr 


l-Me-3-Hpip 




1-56. 


Ph 


4-Pyr 


4-Hpip 




1-57 


Ph 


4-Pyr 


l-Me-4-Hpip 


55 


1-58 


Ph 


4-Pyr 


2-Mor 



26 
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Compound 

No. 


R 1 


R- 


R 


1-59 


Ph 


4-Pyr 


l-Me-2-Mor 


1-60 


Ph 


4-Pyr 


2-Tmor 


1-61 


Ph 


4-Pyr 


l-Me-2-Tmor 


1-62 


Ph 


4-Pyr 


1-Piz 


1-63 


Ph 


4-Pyr 


4-Me-l-Piz 


1-64 


Ph 


4-Pyr 


2-Piz 


1-65 


Ph 


4-Pyr 


4-Pyr 


1-66 


Ph 


4-Pyr 


3-Pyr 


1-67 


Ph 


4-Pyr 


2-Pyr 


1-68 


Ph 


4-Pyr 


4-Pym 


1-69 


Ph 


4-Pyr 


5-Pym 


1-70 


Ph 


4-Pyr 


2-Pym 


1-71 


Ph 


4-Pyr 


3-Azt-CHj 


1-72 


Ph 


4-Pyr 


l-Me-3-Azt-CH 2 


1-73 


Ph 


4-Pyr 


3-Pyrd-CH 2 


1-74 


Ph 


4-Pyr 


l-Me-3-Pyrd-CH 2 


1-75 


Ph 


4-Pyr 


4-Pip-CHj 


1-76 


Ph 


4-Pyr 


l.Me-4-Pip-CH 2 


1-77 


Ph 


4-Pyr 


3-Hpip-CH 2 


1-78 


Ph 


4-Pyr 


l-Me-3-Hpip-CH 2 


1-79 


Ph 


4-Pyr 


4-Hpip-CH 2 


1-80 


Ph 


4-Pyr 


l_Me-4-Hpip-CH 2 


1-81 


Ph 


4-Pyr 


2-Mor-CH 2 


1-82 


Ph 


4-Pyr 


l-Me-2-Mor-CH 2 


1-83 


Ph 


4-Pyr 


2-Tmor-CH 2 


1-84 


Ph 


4-Pyr 


l-Me-2-Tmor-CH 2 


1-85 


Ph 


4-Pyr 


l-Piz-CH: 


1-86 


Ph 


4-Pyr 


4-Me-l-Piz-CH 2 


1-87 


Ph 


4-Pyr 


2-Piz-CH 2 


1-88 


Ph 


4-Pyr 


4-Pyr-CH 2 
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5 


; Compound 
• No 


R 1 


R 2 


R 3 




j 1-89 


Ph 


4-Pyr 


3-Pvr-CH? 




! 1-90 


Ph 


4-Pyr 


^ i jr * »x x 2 


10 


1-91 


Ph 


4-Pyr 


4-Pvm-CH-> 

■ 1 Y1XI W?XX2 




j 1-92 


Ph 


4-Pyr 


5-Pvm-CH-> 




; 1-93 


Ph 


4-Pvr 


X X VI 1 1 xx 2 


15 


j 1-94 


Ph 


4-Pyr 

-I~X J 


H-»N.r , H«»PH=P14 




| 1-95 


4-F-Ph 


4-Pvr 


xx2i>-v— n.2 




1-96 


4-F-Ph 


4-Pvr 


xx2i^*^wxx2 /2 


20 


1-97 


4-F-Ph 


4-Pyr 


xi2<t> ^^-""2/3 




1-98 


4-F-Ph 


4-Pyr 






1-99 


4-F-Ph 


4-Pyr 




25 


1-100 


4-F-Ph 


4-Pyr 


ivxci^ixx-y v«,xT2^2 




1-101 


4-F-Ph 


4-Pyr 


ivi &i » xx n 2 )3 




1-102 


4-F-Ph 


4-Pyr 


x wi ^1 11 Xx 2 /?4 


30 


1-103 


4-F-Ph 


4-Pyr 


X--11N Xx— ^Xi2 




1-104 


4-F-Ph 


4-Pyr 


x-.u> n-^ v^xi 272 


35 


1-105 


4-F-Ph 


4-Pyr 


x-.li>i x \v^xx2/3 


1-106 


4-F-Ph 


4-Pyr 


FfMH-fPU^ 
xwiiMn— ^\^ri2j4 




1-107 


4-F-Ph 


4-Pyr 


xtxw21~ wix2 


40 


1-108 


4-F-Ph 


4-Pyr 


x vx ^2 1 ™ V 1*2 y 2 


1-109 


4-F-Ph 


4-Pyr 


xvxw2i^» ^ wXx.2/3 




1-110 


4-F-Ph 


4-Pyr 


xtx^i^ \^**2/4 


45 


1-111 


4-F-Ph 


4-Pyr 


1-A7I-PT-U 


1-112 


4-F-Ph 


4-Pyr 


* "^V£.l-^ wrx2/2 




1-113 


4-F-Ph 


4-Pyr 




50 


1-114 


4-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 4 




1-115 


4-F-Ph 


4-Pyr 


1-Pyrd-CHj 




1-116 


4-F-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 2 


55 


1-117 


4-F-Ph 


4-Pyr 


1-Pyrd-(CH 2 )} 




1-118 


4-F-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 4 



28 
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D 


Compound 
No. 


Y 

! R ' 




R 3 




1-119 


4-F-Ph 


4-Pyr 


1-Pip-CH 2 




1-120 


4-F-Ph 


4-Pyr 


1-Pip-(CH : ) ; 


10 


1-121 


4-F-Ph 


4-Pyr 


i-Pip-(CH->K 




1-122 


4-F-Ph 


4-Pyr 


1-Pip-(CH 2 )4 




1-123 


4-F-Ph 


4-Pyr 


1-Mor-CH: 


15 


1-124 


4-F-Ph 


4-Pyr 


1 -Mor-(CH 2 ) 2 




1-125 


4-F-Ph 


4-Pyr 


]-Mor-fCH->) 3 




1-126 


4-F-Ph 


4-Pyr 




20 


1-127 


4-F-Ph 


4-Pyr 


1-Tmor-CH? 




1-128 


4-F-Ph 


4-Pyr 






1-129 


4-F-Ph 


4-Pyr 

w 


l-Tmor-fCH^ 


25 


1-130 


4-F-Ph 


4-Pyr 


l-Tmor-(CH 2 )4 




1-131 


4-F-Ph 


4-Pyr 


1-Piz-CH 2 




1-132 


4-F-Ph 


4-Pyr 


1-Piz-(CH 2 ) 2 


30 


1-133 


4-F-Ph 


4-Pyr 


l-Piz-(CH->)i 




1-134 


4-F-Ph 


4-Pyr 


4-Me-l-Piz-(CH^ 




1-135 


4-F-Ph 


4-Pyr 


4-Bn-l-Piz-(CH 2 ) 3 


35 


1-136 


4-F-Ph 


4-Pyr 


3-Azt 




1-137 


4-F-Ph 


4-Pyr 


l-Me-3-Azt 




1-138 


4-F-Ph 


4-Pyr 


l-Bn-3-Azt 


40 


1-139 


4-F-Ph 


4-Pyr 


3-Pyrd 




1-140 


4-F-Ph 


4-Pyr 


l-Me-3-Pvrd 




1-141 


4-F-Ph 


4-Pyr 


3-Pip 


45 


1-142 


4-F-Ph 


4-Pyr 


4-Pip 




1-143 


4-F-Ph 


4-Pyr 


4-(3,4-deH-Pip) 




1-144 


4-F-Ph 


4-Pyr 


l-Me-4-Pip 


50 


1-145 


4-F-Ph 


4-Pyr 


l-Me-4-(3,4-deH-Pip) 




1-146 


4-F-Ph 


4-Pyr 


l-Et-4-Pip 




1-147 


4-F-Ph 


4-Pyr 


l-Bn-4-Pip | 


55 


1-148 


4-F-Ph 


4-Pyr 


3-Hpip 



:29 
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5 


Compound 

No. 


R 


R- 


R- 




1-149 


4-F-Ph 


4-Pyr 


l-Me-3-Hpip 




1-150 


4-F-Ph 


4-Pyr 


4-Hpip 


10 


j 1-151 


4-F-Ph 


4-Pyr 


l-Me-4-Hpip 




1-152 


4-F-Ph 


4-Pyr 


2-Mor 




1-153 


4-F-Ph 


4-Pyr 


l-Me-2-Mor 


15 


1-154 


4-F-Ph 


4-Pyr 


2-Tmor 




1-155 


4-F-Ph 


4-Pyr 


l-Me-2-Tmor 




1-156 


4-F-Ph 


4-Pyr 


1-Piz 


20 


1-157 


4-F-Ph 


4-Pyr 


4-Me-l-Piz 




1-158 


4-F-Ph 


4-Pyr 


2-Piz 




1-159 


4-F-Ph 


4-Pyr 


4-Pyr 


25 


1-160 


4-F-Ph 


4-Pyr 


3-Pyr 




1-161 


4-F-Ph 


4-Pyr 


2-Pyr 




1-162 


4-F-Ph 


4-Pyr 


4-Pym 


30 


1-163 


4-F-Ph 


4-Pyr 


5-Pym 




1-164 


4-F-Ph 


4-Pyr 


2-Pym 




1-165 


4-F-Ph 


4-Pyr 


3-Azt-CHz 


35 


1-166 


4-F-Ph 


4-Pyr 


l-Me-3-Azt-CH: 




1-167 


4-F-Ph 


4-Pyr 


3-Pyrd-CH 2 




1-168 


4-F-Ph 


4-Pyr 


l-Me-3-Pyrd-CHz 


40 


1-169 


4-F-Ph 


4-Pyr 


4-Pip-CH 2 




1-170 


4-F-Ph 


4-Pyr 


l-Mc-4-Pip-CH 2 




1-171 


4-F-Ph 


4-Pyr 


3-Hpip-CH 2 


45 


1-172 


4-F-Ph 


4-Pyr 


l-Me-3-Hpip-CH 2 




1-173 


4-F-Ph 


4-Pyr 


4-Hpip-CH 2 




1-174 


4-F-Ph 


4-Pyr 


l-Me-4-Hpip-CH 2 


50 


1-175 


4-F-Ph 


4-Pyr 


2-Mor-CH 2 




1-176 


4-F-Ph 


4-Pyr 


l-Me-2-Mor-CH 2 


55 


1-177 


4-F-Ph 


4-Pyr 


2-Tmor-CH 2 


1-178 


4-F-Ph 


4-Pyr 


l-Me-2-Tmor-CH 2 
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5 


Compound 
No. 


R 1 


R 2 


R 3 




1-179 


4-F-Ph 


4-Pyr 


1-Piz-CH: 




1-180 


4-F-Ph 


4-Pyr 


4-Me-l-Piz-CH 2 


10 


1-181 


4-F-Ph 


4-Pyr 


2-Piz-CH: 


■ 


1-182 


4-F-Ph 


4-Pyr 


4-Pyr-CH: 




1-183 


4-F-Ph 


4-Pyr 


3-Pyr-CH 2 


15 


1-184 


4-F-Ph 


4-Pyr 


2-Pyr-CH 2 




1-185 


4-F-Ph 


4-Pyr 


4-Pym-CHj 




1-186 


4-F-Ph 


4-Pyr 


5-Pym-CH: 


20 


1-187 


4-F-Ph 


4-Pyr 


2-Pym-CH 2 




1-188 


3-F-Ph 


4-Pyr 


H 2 N-CH 2 




1-189 


3-F-Ph 


4-Pyr 


H 2 N-(CH 2 ) 2 


25 


1-190 


3-F-Ph 


4-Pyr 


H 2 N-(CH 2 ) 3 


-- 


1-191 


3-F-Ph 


4-Pyr 


H 2 N-(CH 2 ) 4 


- 


1-192 


3-F-Ph 


4-Pyr 


MeNH-CH 2 


30 


1-193 


3-F-Ph 


4-Pyr 


MeNH-(CH 2 ) 2 


- 


1-194 


3-F-Ph 


4-Pyr 


MeNH-(CH 2 ) 3 


- 


1-195 


3-F-Ph 


4-Pyr 


MeNH-(CH 2 ) 4 


35 


1-196 


3-F-Ph 


4-Pyr 


EtNH-CH 2 




1-197 


3-F-Ph 


4-Pyr 


EtNH-(CH 2 ) 2 




1-198 


3-F-Ph 


4-Pyr 


EtNH-(CH 2 ) 3 


40 


1-199 


3-F-Ph 


4-Pyr 


EtNH-(CH 2 ) 4 




1-200 


3-F-Ph 


4-Pyr 


Me 2 N-CH 2 




1-201 


3-F-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 2 


45 


1-202 


3-F-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 3 




1-203 


3-F-Ph 


4-Pyr 


Me 2 N-(CH 2 )4 




1-204 


3-F-Ph 


4-Pyr 


l-Azt-CH 2 


SO 


1-205 


3-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 2 




1-206 


3-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 




1-207 


3-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 4 


55 


1-208 


3-F-Ph 


4-Pyr 


1-Pyrd-CH 2 
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5 


Compound 
No. 


R 1 


R 3 


R 3 




1-209 


3-F-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 2 




1-210 


3-F-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 3 


10 


1-211 


3-F-Ph 


4-Pyr 


1-Pyrd-(CH 2 )4 




1-212 


3-F-Ph 


4-Pyr 


1-Pip-CH: 




1-213 


3-F-Ph 


4-Pyr 


1-Pip-(CH 2 ); 


15 


1-214 


3-F-Ph 


4-Pyr 


l-Pip-(CH 2 )j 




1-215 


3-F-Ph 


4-Pyr 


1-Pip-(CH 2 ). 




1-216 


3-F-Ph 


4-Pyr 


l-Mor-CH 2 


20 


1-217 


3-F-Ph 


4-Pyr 


l-Mor-(CH 2 ) 2 




1-218 


3-F-Ph 


4-Pyr 


l-Mor-(CH 2 ) 3 




1-219 


3-F-Ph 


4-Pyr 


l-Mor-(CH 2 ) 4 


25 


1-220 


3-F-Ph 


4-Pyr 


l-Tmor-CH 2 




1-221 


3-F-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 2 




1-222 


3-F-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 3 


30 


1-223 


3-F-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 4 




1-224 


3-F-Ph 


4-Pyr 


1-Piz-CH 2 




1-225 


3-F-Ph 


4-Pyr 


1-Piz-(CH 2 ) 2 


35 


1-226 


3-F-Ph 


4-Pyr 


1-Piz-(CH 2 ) 3 




1-227 


3-F-Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




1-228 


3-F-Ph 


4-Pyr 


1-Piz-(CH 2 ) 4 


40 


1-229 


3-F-Ph 


4-Pyr 


3-Azt 




1-230 


3-F-Ph 


4-Pyr 


l-Me-3-Azt 




1-231 


3-F-Ph 


4-Pyr 


l-Bn-3-Azt 


45 


1-232 


3-F-Ph 


4-Pyr 


3-Pyrd 




1-233 


3-F-Ph 


4-Pyr 


l-Me-3-Pyrd 




1-234 


3-F-Ph 


4-Pyr 


3-Pip 


50 


1-235 


3-F-Ph 


4-Pyr 


4-Pip 




1-236 


3-F-Ph 


4-Pyr 


4-(3,4-deH-Pip) 




1-237 


3-F-Ph 


4-Pyr 


l-Me-4-Pip 


55 


1-238 


3-F-Ph 


4-Pyr 


l-Mc-4-(3,4-deH-Pip) 
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5 


Compound 

INO. 


R 1 


R 2 






1-239 


3-F-Ph 


4-Pyr 


l-Et-4-Pip 




1-^40 


3-F-Ph 


4-Pyr 


l-Bn-4-Pip 


10 


1-241 


3-F-Ph 


4-Pyr 

-raj* 


3-Hpip 




1-242 


3-F-Ph 


4-Pyr 


l-Me-3-Hpip 




1-243 


3-F-Ph 


4-Pyr 


4-Hpip 


15 


1-244 


3-F-Ph 


4-Pvr 


1 -Me-4-Hpip 




1-245 


3-F-Ph 


4-Pyr 


2-Mor 




1-246 


3-F-Ph 


4-Pyr 


l-Me-2-Mor 




1-247 


3-F-Ph 


4-Pyr 

-r x ;i 


2-Tmor 




1-248 


3-F-Ph 


4-Pvr 


l-Me-2-Tmor 




1-249 


3-F-Ph 


4-Pyr 


1-Piz 


25 


1-250 


3-F-Ph 


4-Pyr 


4-Me-l-Piz 




1-251 


3-F-Ph 


4-Pvr 


2-Piz 




1-252 


3-F-Ph 


4-Pyr 


4-Pyr 


30 


1-253 


3-F-Ph 


4-Pyr 


3-Pyr 




1-254 


3-F-Ph 


4-Pyr 


2-Pyr 




1-255 


3-F-Ph 


4-Pyr 


4-Pym 


35 


1-256 


3-F-Ph 


4-Pyr 


5-Pym 




1-257 


3-F-Ph 


4-Pyr 


2-Pym 




1-258 


3-F-Ph 


4-Pyr 


3-Azt-CH 2 


40 


1-259 


3-F-Ph 


4-Pyr 

-TAJ* 


l-Me-3-Azt-CH: 




1-260 


3-F-Ph 


4-Pyr 


3-Pyrd-CH 2 




1-261 


3-F-Ph 


4-Pyr 


l-Me-3-Pyrd-CH 2 


45 


1-262 


3-F-Ph 


4-Pyr 


4-Pip-CH 2 




1-263 


3-F-Ph 


4-Pyr 


l-Me-4-Pip-CH 2 




1-264 


3-F-Ph 


4-Pyr 


3-Hpip-CH 2 


50 


1-265 


3-F-Ph 


4-Pyr 


l-Me-3-Hpip-CH 2 




1-266 


3-F-Ph - 


4-Pyr 


4-Hpip-CH 2 




1-267 


3-F-Ph 


4-Pyr 


l-Me-4-Hpip-CH 2 


55 


1-268 


3-F-Ph 


4-Pyr 


2-Mor-CH 2 
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5 


Compound 
No. 


R : 


R 2 


R 3 




1-269 


3-F-Ph 


4-Pyr 


l-Me-2-Mor-CH: 




1-270 


3-F-Ph 


4-Pyr 


2-Tmor-CH; 


10 


1-271 


3-F-Ph 


4-Pyr 


l-Me-2-Tmor-CH-. 




1-272 


3-F-Ph 


4-Pyr 


1-Pi2-CH 2 




1-273 


3-F-Ph 


4-Pyr 


4-Me-l-Piz-CH^ 


15 


1-274 


3-F-Ph 


4-Pyr 


2-Piz-CH2 




1-275 


3-F-Ph 


4-Pyr 


4-Pyr-CH: 




1-276 


3-F-Ph 


4-Pyr 


3-Pyr-CH2 


20 


1-277 


3-F-Ph 


4-Pyr 


2-Pvr-CH^ 




1-278 


3-F-Ph 


4-Pyr 


4-Pvm-PH-> 




1-279 


3-F-Ph 


4-Pyr 


i jiki v^ii2 


25 


1-280 


3-F-Ph 


4-Pyr 






1-281 


3,4-diF-Ph 


4-Pyr 






1-282 


3,4-diF-Ph 


4-Pyr 




30 


1-283 


3,4-diF-Ph 


4-Pyr 






1-284 


3,4-diF-Ph 


4-Pyr 




35 


1-285 


3,4-diF-Ph 


4-Pyr 
✓ * 


MeNH-CHo 


1-286 


3,4-diF-Ph 


4-Pyr 


MeNH-fCHnV, 

J. • A wJ ^ A A 1 V_*- A J J W 7* 




1-287 


3,4-diF-Ph 


4-Pyr 

✓ 


i»xv»x^xx ^\»^xx2/3 




1-288 


3,4-diF-Ph 


4-Pyr 


MeNH-fCH^ 


40 


1-289 


3,4-diF-Ph 


4-Pyr 


EtNH-CH-> 




1-290 


3,4-diF-Ph 


4-Pyr 


EtNH-fCI-M-> I 




1-291 


3,4-diF-Ph 


4-Pyr 


EtNH-fPI-M* 

x* 1 1 x x — ^ xx 2 /3 


45 


1-292 


3,4-diF-Ph 


4-Pyr 






1-293 


3,4-diF-Ph 


4-Pyr 






1-294 


3,4-diF-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 2 


SO 


1-295 


3,4-diF-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 3 




1-296 


3,4-diF-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 4 




1-297 


3,4-diF-Ph 


4-Pyr 


1-Azt-CH 2 


55 


1-298 


3,4-diF-Ph 


4-Pyr 


1-Azt-(CH2) 2 i 
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Compound 


R 1 


R 2 


R 3 




5 


No. 












1-299 


3,4-diF-Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 






3,4-diF-Ph 


4-Pvr 

-r a jk 


1-Azt-(CH:>4 


10 


1 -501 


3. 4-diF-Ph 


4-Pyr 


1-Pyrd-CH: 




1-502 


3.4-diF-Ph 


4-Pyr 
* 


l-Pyrd-(CH : h 




i -505 

1 - JUJ) 


3,4-diF-Ph 


4-Pvr 


1-Pyrd-(CH 2 )3 


15 


1 .504 

1 m J\JH 


3,4-diF-Ph 


4-Pyr 


1-Pyrd-(CH 2 )4 






3,4-diF-Ph 


4-Pyr 


1-Pip-CH 2 




1 -506 

1 - 3\J\J 


3,4-diF-Ph 


4-Pvr 


1-Pip-(CH 2 ) 2 


20 


1 -507 


3,4-diF-Ph 


4-Pyr 


1-Pip-(CH 2 ) 3 




1 50R 


3,4-diF-Ph 


4-Pvr 


1-Pip-(CH 2 ) 4 




1-50Q 


3,4-diF-Ph 


4-Pyr 


l-Mor-CH 2 


25 


1 1 V 


3,4-diF-Ph 


4-Pyr 


l-Mor-(CH 2 ) 2 




1-51 1 


3,4-diF-Ph 


4-Pyr 


l-Mor-(CH 2 )3 


- 


1-512 


3,4-diF-Ph 


4-Pyr 


l-Mor-(CH 2 ) 4 


30 




3 4-diF-Ph 


4-Pyr 

-r A JA 


l-Tmor-CH 2 




1-514 


3,4-diF-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 2 


— 




3,4-diF-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 3 


35 


1-316 


3,4-diF-Ph 


4-Pyr 

~r a ja 


l-Tmor-(CH 2 ) 4 




1-317 


3 4-diF-Ph 


4-Pyr 


1-Piz-CH 2 




1-318 


3,4-diF-Ph 


4-Pyr 


1-Piz-(CH 2 ) 2 


40 


1-319 


3,4-diF-Ph 


4-Pyr 

-TAJ* 


1-Piz-(CH 2 ) 3 




1-320 


3,4-diF-Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




1-321 


3,4-diF-Ph 


4-Pyr 


1-Piz-(CH 2 )4 


45 


1-322 


3,4-diF-Ph 


4-Pyr 


3-Azt 




1-323 


3,4-diF-Ph 


4-Pyr 


l-Me-3-Azt 




1-324 


3,4-diF-Ph 


4-Pyr 


l-Bn-3-Azt 


50 


1-325 


3,4-diF-Ph 


4-Pyr 


3-Pyrd 




1-326 


3,4-diF-Ph 


4-Pyr 


l-Me-3-Pyrd 




1-327 


3,4-diF-Ph 


4-Pyr 


3-Pip 


55 


1-328 


3,4-diF-Ph 


4-Pyr 


4-Pip 



35 
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5 


Compound 

Jvo. 


R 1 


R 2 


R 3 




1-329 


3 4-diF-Ph 


4-Pvr 


**• , *f-ucn - 1 ipj 




1-330 


3,4-diF-Ph 


4-Pvr 


.1 — ivic-*f- 1 ip 


10 


1-331 


3,4-diF-Ph 


4-P\T 






1-332 


3,4-diF-Ph 


4-P\T 


1 -Ij,l-*f-r ip 




1-333 


3 4-diF-Ph 

j *^ * A A Al 


4-Pvr 




15 


1-334 


3 4-diF-Ph 

, * Sill 1 


4-Pvr 


*2 Un; n 
^-lipip 




1-335 


3 4-diF-Ph 


4-Pvr 


i-jvieo-ripip 




1-336 


3 4-diF-Ph 


4-Pvr 

"t— a yi 


xlpip 


20 


1-337 


3,4-diF-Ph 


4-Pvr 


* -jvie-*f-rip]p 




1-338 


3,4-diF-Ph 


4-Pvr 


x-ivior 




1-339 


3,4-diF-Ph 


4-Pvr 


i - ivi e-z -ivi or 


25 


1-340 


3. 4-diF-Ph 

v£ • %AAA A Al 


4-Pvr 


z- 1 iii or 




1-341 


3 4-diF-Ph 


4-Pvr 


i-iwe-z- 1 mor 


30 


1-342 


3,4-diF-Ph 


4-Pvr 


i pi? 


1-343 


3 4-diF-Ph 


4-Pvr 

"T— i VI 


^-Me- 1-riz 




1-344 


3 4-diF-Ph 

*-* } ■ ^*A1 A A A 


4-Pvr 


Z-JrlZ 


35 


1-345 


3,4-diF-Ph 


4-Pvr 




1-346 


3,4-diF-Ph 


4-Pvr 


j-.ryr 




1-347 


3,4-diF-Ph 


4-Pvr 


^-r*yr 




1-348 


3,4-diF-Ph 


4-Pvr 




40 


1-349 


3,4-diF-Ph 

—'J » **AA X At 


4-Pvr I 


c IK—-, 

->-rym 




1-350 


3,4-diF-Ph 


4-Pvr 


z-r ym 




1-351 


3,4-diF-Ph 


4-Pvr 




45 


1-352 


3,4-diF-Ph 


4-Pvr 


1 IUa "3 A PIT 




1-353 


3,4-diF-Ph 


4-Pvr 






1-354 


3,4-diF-Ph 


4-Pyr 


l-Me-3-Pyrd-CH 2 


50 


1-355 


3,4-diF-Ph 


4-Pyr 


4-Pip-CH 2 




1-356 


3,4-diF-Ph 


4-Pyr 


l-Me-4-Pip-CH 2 


55 


1-357 


3,4-diF-Ph 


4-Pyr 


3-Hpip-CH 2 




1-358 


3,4-diF-Ph 


4-Pyr 


l-Me-3-Hpip-CH 2 



36 

BNSDOCID: <EP 1243S69A1_L> 



EP 1 243 589 A1 



5 


Compound 

NO. 




R 2 






1-359 


3,4-diF-Ph 


4-Pvr 


4-Hnir>-CH-» 




1-360 


3 4-diF-Ph 

j»— UXX X 1J 


4-Pvr 

■t — x y i 


] -Me-4-HoiD-CH-i 

X JViW^^^XXlJli^ ^ilj 


10 


1-361 


3 4-diF-Ph 

Jj*T IX1X X 1J 


4-Pvr 
*f ryr 


2-Mnr-CH-. 

X. -1VXVJI Wl XT 






3 4-diF-Ph 

— ^XIX "X XX 


4-Pvr 


1 -Me-2-Mor-CH-> 

x -xvxv-x-xvxv/i wi x^ 




1-363 


3 4-diF-Ph 

— wlXX X 11 


4-Pvr 
*t ryi 


2-Trnor-CHo 


15 


1 -364 


3 4-diF-Ph 


4-Pvr 


1 -Me-2-Tmnr-fH^ 

1 ITlt i X 11IU1 \ • 1 Xj 




1-36S 

1 JU J 


3 4-diF-Ph 


4-Pvr 

"f "X yi 


i i xz.— Vw-X lj 




1-366 

X JUU 


3 4-diF-Ph 

mJ y~ \1-IX X 11 


4-Pvr 


*t*jvic J ilt WlJ 


20 


1-367 

X JU 1 


3 4-diF-Ph 

~j j " ui i xr ii 


4-Pvr 






1-36R 


3 4-diF-Ph 

«?,*r— IX1X X 11 


4-Pvr 
*r— x yx 


*r-x yi -V-/XX2 




1 -360 


3 4-diF-Ph 

mJ VJ1X XT 11 


4-Pvr 
*t-x yx 


•> r yi -v^xi2 


25 


1 -370 

1 — J ' V/ 


3 4-diF-Ph 

J j*t— Vlli A 11 


4-Pvr 

"X vx 






1-371 

I - > I X 


3 4-diF-Ph 

»'}— U1X 1 XX 


4-Pvr 
*r x yx 


4-Pvm-PT-U 
•r x yiu wxx 2 




1-372 


3 4-diF-Ph 

J>— IX1X X IX 


4-Pvr 

"T X VX 


x yilJ-wxi2 


30 


1-373 


3,4-diF-Ph 


4-Pvr 

- r vi 


^-i yiii-v^xx2 




1-374 


3-Cl-Ph 


4-Pvr 

•t — x yx 


xx2x , i — v>xx2 




1-375 


3-Cl-Ph 


4-Pvr 




35 


1-376 


3-Cl-Ph 


4-Pvr 


xx2i> -vV-<xi2;3 




1-377 


3-Cl-Ph 


4-Pvr 

— T X VX 


xxjn -^V^xi2/4 




1-378 


3-Cl-Ph 


4-Pvr 
** ryi 


x vx ci n xx xj 2 


40 


1-379 


3-Cl-Ph 


4-Pvr 


x vx w i XI — ^ xi 2/ 2 




1-380 


3-Cl-Ph 


4-Pvr 


xviciNO-^v^n.2/3 




1-381 


3-Cl-Ph 


4-Pvr 




45 


1-382 


3-Cl-Ph 


4-Pvr 
*t ryi 


FtNH-CH-, 1 

imd LI ^1 XTX — XX 2 




1-383 


3-Cl-Ph 


4-Pvr 


x— ix^ixrx-^wxi2 /2 




1-384 


3-Cl-Ph 


4-Pyr 


EtNH-(CH 2 >3 


50 


1-385 


3-Cl-Ph 


4-Pyr 


EtNH-(CH 2 ) 4 




1-386 


3-Cl-Ph 


4-Pyr 


Me 2 N-CH 2 




1-387 


3-Cl-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 2 


55 


1-388 


3-Cl-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 3 
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5 


Compound 

No. 


R 1 


R 2 


R J 




1 - jOj 




*T i yi 


IVj C2 IN - ^ V^Xl. 2/4 






^ pi PVi 


*+-.ryr 




10 


1 1 
1 -Jy I 


^ PI PVi 


A Pur 






1 ^oo 










1 'iO « 

1 07^ 


^ pi 


A P\rr 


1 -AZt- v Crf 2 J4 


15 


1 1QA 




J. Pin- 


1 -I*yra-Cri2 






-2 r^i PVi 


•4-r yr 


1 Tim _ J /pTT \ 




I 'J70 






i-Kyrd- v UH2)3 




1 .?Q7 
i -oy / 

1 


i pi PVi 


J. Pvrr 


J ~ryrd-( L.ri2)4 




1070 


^ PI PVi 


A_p xrr 

*t-i yr 


1 -Pip-U J12 




1 -"500 




*r-ryr 


1-Pip-(CH2)2 


25 


1 AOO 


•a.PI pu 


A Pvrr 


l-Pip-(CH 2 h 




1 ~*T\J i 


?.Pl-PVi 




1-Pip-(CH2)4 




1 -402 






1 -Mor-Cri2 


30 


1 -4.0? 

1 "HUJ 






1 -Mor-(CH2)2 




1 -,d.Od 


? PI PVi 


A_P\rr 

*r-.r yr 


l-Mor-(Cxi2)3 




1 -AOS 


-a pi pu 
3 vini 


A_Pvrr 

*f-ryr 


1 -Mor-(L,ri2)4 I 


35 


1 *HUU 


? Pl-PVi 


*f-*r yr 


1-1 mor-Cii.2 






-5 pv PV> 

_>-\^l~i 11 


A Pvrr 


1 -1 mor-(Cri2)2 






Pi PVi 


A P\rr 

4—r^yr 


1 T__ /pTT \ 

1-1 mor- v Cri2)3 


40 


1-409 




/I Pvrr 

*r-x yr 


1-1 mor- v Uri2 j4 




1-410 




4-ryr 






1-41 1 


^-Pl.Ph 


**-r yr 


1 Pi*» ft~*\J \ 


45 


1-412 


^-P1-Ph 1 


yr 


1-P1Z-(CH2)3 




1-41? 


^-Pl-Ph 




4-Me- 1 -PlZ-(CH2>3 




1-414 


3-Cl-Ph 


4-Pyr 


1-Piz-fCH^li 


50 


1-415 


3-Cl-Ph 


4-Pyr 


3-Azt 




1-416 


3-Cl-Ph 


4-Pyr 


l-Me-3-Azt 




1-417 


3-Cl-Ph 


4-Pyr 


l-Bn-3-Azt 


55 


1-418 


3-Cl-Ph 


4-Pyr 


3-Pyrd 



38 
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5 


Compound 

No. 


R 1 


R 2 


R 3 




1-419 


3-Cl-Ph 


4-Pyr 


l-Me-3-Pyrd 




1-420 


3-Cl-Ph 


4-Pyr 


3-Pip 


10 


1-421 


3-Cl-Ph j 


4-Pyr 


4-Pip 


i 

! 
i 


1-422 


3-Cl-Ph j 


4-Pyr 


4-(3,4-deH-Pip)' 


I 


1-423 


3-Cl-Ph 


4-Pyr 


l-Me-4-Pip 


75 


1-424 


3-Cl-Ph 


4-Pyr 


l-Me-4-(3,4-dcH-Pip) 




1-425 


3-Cl-Ph . 


4-Pyr 


l-Et-4-Pip 


I 


1-426 i 


3-Cl-Ph 


4-Pyr 


l-Bn-4-Pip 


20 i 


1-427 


3-Cl-Ph 


4-Pyr 


3-Hpip 


f 


1-428 


3-Cl-Ph 


4-Pyr 


l-Me-3-Hpip 




1-429 


3-Cl-Ph 


4-Pyr 


4-Hpip 


25 


1-430 


3-Cl-Ph 


4-Pyr 


l-Me-4-Hpip 




1-431 


3-Cl-Ph 


4-Pyr 


2-Mor 




1-432 


3-Cl-Ph 


4-Pyr 


1 -Me-2-Mor 


30 


1-433 


3-Cl-Ph 


4-Pyr 


2-Tmor 




1-434 


3-Cl-Ph 


4-Pyr 


l-Me-2-Tmor 




1-435 


3-Cl-Ph 


4-Pyr 


1-Piz 


35 


1-436 


3-Cl-Ph 


4-Pyr 


4-Me-l-Piz 




1-437 


3-Cl-Ph 


4-Pyr 


2-Piz 




1-438 


3-Cl-Ph 


4-Pyr 


4-Pyr 


40 


1-439 


3-Cl-Ph 


4-Pyr 


3-Pyr 




1-440 


3-Cl-Ph 


4-Pyr 


2-Pyr 




1-441 


3-Cl-Ph 


4-Pyr 


4-Pym 


45 


1-442 


3-Cl-Ph 


4-Pyr 


5-Pym 




1-443 


3-Cl-Ph 


4-Pyr 


2-Pym 




1-444 


3-Cl-Ph 


4-Pyr 


3-Azt-CH 2 


50 


1-445 


3-Cl-Ph 


4-Pyr 


l-Me-3-Azt-CH 2 




1-446 


3-Cl-Ph 


4-Pyr 


3-Pyrd-CH 2 




1-447 


3-Cl-Ph 


4-Pyr 


l-Me-3-Pyrd-CH 2 


55 


1-448 


3-Cl-Ph 


4-Pyr 


4-Pip-CH 2 
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5 


Compound 
No. 


i 

R' 


R 2 


R 3 




1-449 


3-Cl-Ph 


4-Pyr 


1 -Me-4-Pin-CH^ 




1-450 


3-Cl-Ph 


4-Pyr 




10 


1-451 


3-Cl-Ph 


4-Pvr 


1 -TV/1 p."l-Hnin-ri-l , 




1-452 


3-Cl-Ph 


4_pvr 

•+-r yi 


*f-ripip-v^ri2 




1-453 


3-Cl-Ph 


4-Pvr 

-r-i yi 


1 -A\ae-<f-ripip-v^ri2 


15 


1-454 


3-Cl-Ph 


4-Pvr 


7 u nr /"■'•ij- 
^ -ivjor-\^ri2 




1-455 


3-Cl-Ph 


4-Pvr 

^ r yi 


1 -ivie-^-jvior-^ri2 




1-456 


3-Cl-Ph 


4-Pvr 


9-Tmnr f^I4 

i mor-v^ri2 


20 


1-457 


3-Cl-Ph 


4-Pyr 


1 -IVIC-Z- 1 lTlOr-V-.ii2 




1-458 


3-Cl-Ph 


4-Pvr 


1 •* iz-v_ri2 




1-459 


3-Cl-Ph 


4-Pyr 


**-ivie- j -jr iz-v-,rl2 


25 


1-460 


3-Cl-Ph 


4-Pyr 

-r x yi 


Z-x 1Z-L^xT2 




1-461 


3-Cl-Ph 


4-Pyr 


4-Pvr f 14 
^'-r>T-L,ri2 




1-462 


3-Cl-Ph 


4-Pvr 


yr-Crl2 


30 


1-463 


3-Cl-Ph 


4-Pyr 


^-Pvn- fT-I- 
>T-L/ri2 




1-464 


3-Cl-Ph 


4-Pvr 

-t-a yi 


yni-Crl2 




1-465 


3-Cl-Ph 


4-Pvr 
^ y* 




35 


1-466 


3-Cl-Ph 


4-Pyr 


7,Pvm r^w- 




1-467 


Ph 


2-NH?-4-Pvm 

^ * —A * T A A J 






1-468 


Ph 


2-NH 2 -4-Pym 


ri2i>i -^.v^rj 2/2 


40 


1-469 


Ph 


2-NH2-4-Pvm 

^ * ^ m *^ ■ * Till 






1-470 


Ph 


2-NH?-4-Pvm 






1-471 


Ph 


2-NH?-4-Pvni 


ivi cx> n - v^n 2 


45 


1-472 


Ph 


2-NH 2 -4-Pvm 


ivici > n v^n.2^2 




1-473 


Ph 


2-NH->-4-Pvm 


lvierv ri-^ v_ri 2) 3 




1-474 


Ph 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 4 


50 


1-475 


Ph 


2-NH 2 -4-Pym 


EtNH-CH 2 




1-476 


Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 ) 2 




1-477 


Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 ) 3 


55 


1-478 


Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 ) 4 



40 
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5 


Compound 

No. 


R 1 


R 2 


R 3 




1-479 


Ph 

A 11 


2-NH ? -4-Pym 

^ 1 T A. A ^ *^ A Y A XX 


Me 2 N-CH 2 




1 -480 

1 — *t O v 


Ph 

A 11 


2-NH>-4-Pvm 

^ ±*A.A.£ ■ J. Till 


Me 5 N-(CH?)- 


10 




Ph 


2-NH?-4-Pvm 

x. ^ a a ^ x y 


***"i j ^ \ ^— "*■ *■ i. 1 2 




1-482 


Ph 


2-NH>-4-Pvm 


Me 2 N-(CH 2 )4 & 




1-48*3 


Ph 

J. 11 


2-NH->-4-Pvm 

^ 1 'I A *^ ■ X Jr AAA 


1-Azt-CH 2 

A A lilt *^ 


15 


1-484 


Ph 


2-NH->-4-Pvm 

1 ^1 A. A^ ^ * J' *** 


1-Azt-(CH:>V> 




1-48S 


Ph 

X 11 


2-NHi-4-Pvm 






1-486 

i "now 


Ph 


2-NH->-4-Pvm 

A* A i A A^ • A ^ 


A A \.^""^ — / — 


20 


1-487 


Ph 

± 11 


2-NH->-4-Pvm 

A> 1 lllj^r"! Y AA1 


1-Pvrd-CH> 




1-488 


Ph 
± ii 


2-NH->-4-Pvm 

^ 1111J~ A Jr AAA 


l-Pvrd-CCH-O:? 




1 -489 


Ph 

X 1J 


X i A A^ • A jr AAA 


l-Pvrd-fCH-^ 


25 


1-400 


Ph 
j ii 


2-NH ->-4-Pvm 

X. 1 lllj~ A jr AAA 


l-Pvrd-fCH^^ 

A ATA VA y vA X ^ 




1-491 


Ph 


2-NH— 4-Pvm 

^ 1 ll A^ ■ A. J AAA 


1-Pip-CH 2 




1-492 


Ph 


2-NH— 4-Pvm 

— * a^.aa^ »^ ;»u 


» A 1J/ V^"^ / 


30 


1-493 


Ph 


2-NH--4-Pvm 

A* X ^ X A^ * A J HI 


l-Pip-fCH 2 )7 




1-494 


Ph 


2-NH— 4-Pvm 

At A^AA^ • A J AAA 


l-PiD-fCH-»>4 

A A 1|^ 




1-495 


Ph 


2-NH->-4-Pvm 


1 -Mor-CH 2 


35 


1-496 


Ph 


2-NH->-4-Pvm 

A* X T X M ^ ^ A J 111 


l-Mor-(CH 2 ) 2 




1-497 


Ph 


2-NH?-4-Pvm 

«v X ^ X, A^J • X TAX* 


l-Mor-(CH7>i 

A A*AwX V^^^^X/J 




1-498 


Ph 


2-NH->-4-Pvm 

1. ™ A A y A Till 


1-Mor-fCH?^ 

A AT1V1 y Wl -i / 


40 


1-499 


Ph 


2-NH->-4-Pvm 

A* X t A A.^ * A T A 1 X 


1 -Tmor-CH 2 




1-500 


Ph 


2-NH->-4-Pvm 

^ .1 ^ A A^ T A Till 


1 -Tmor-fCH?)? 

A A 111 VI 1 ^^A 




1-501 


Ph 


2-NH-*-4-Pvm 

A» X ^ A X. * T A. Till 


l-Tmor-(CH2)3 


45 


1-502 


Ph 


2-NHt-4-Pviti 

X ^A X.^ » A, Till 


1 -Tmor-(CH2)4 




1-503 


Ph 


2-NH?-4-Pvm 

^ A^AA^ T i VAAA 


1-Piz-CH2 




1-504 


Ph 


2-NH2-4-PVIT1 


1-Piz-(CH 2 ): 


50 


1-505 


Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 3 




1-506 


Ph 


2-NHr*4-Pym 


4-Me.l-Piz-(CH 2 ) 3 




1-507 


Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 )< 


55 


1-508 


Ph 


2-NH2-4-Pym 


3-Azt 



41 
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5 


Compound 

No. 


R 1 


R 2 






1-509 


Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt 




1-510 


Ph 


2-NH2-4-Pym 


l-Bn-3-Azt 


10 


1-511 


Ph 


2-NH 2 -4-Pym 


3-Pyrd 




1-512 


Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd 




1-513 


Ph 


2-NH 2 -4-Pym 


3-Pip 


15 


1-514 


i Ph 

l 


2-NH 2 -4-Pym 


4-Pip 




1-515 


; Ph 


2-NH 2 -4-Pym 


4-(3,4-deH-Pip) 




1-516 


; Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip 


20 


1-517 


. Ph 

1 


2-NH 2 -4-Pym 


1 -Me-4-(3,4-deH-Pip) 




1-518 


Ph 


2-NH 2 -4-Pym 


l-Et-4-Pip 




1-519 


Ph 


2-NH 2 -4-Pym 


l-Bn-4-Pip 


25 


1-520 


Ph 


2-NH 2 -4-Pym 


3-Hpip 




1-521 


Ph 


2-NH 2 -4-Pym 


l-Me-3-Hpip 




1-522 


Ph 


2-NH 2 -4-Pym 


4-Hpip 


30 


1-523 


Ph 


2-NH 2 -4-Pym 


l-Me-4-Hoio 




1-524 


Ph 


2-NH : -4-Pym 


2-Mor 




1-525 


Ph 


2-NH 2 -4-Pym 


l-Me-^-Mor 


35 


1-526 


Ph 


2-NH 2 -4-Pym 


2-Tmor 




1-527 


Ph 


2-NH 2 -4-Pym 


1 -Me-2-Tmor 




1-528 


Ph 


2-NH 2 -4-Pym 


1-Piz 


40 


1-529 


Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 




1-530 


Ph 


2-NH 2 -4-Pym 


2-Piz 




1-531 


Ph 


2-NH 2 -4-Pym 


4-Pyr 


45 


1-532 


Ph 


2-NH 2 -4-Pym 


3-Pvr 




1-533 


Ph 


2-NH 2 -4-Pym 


2-Pyr 




1-534 


Ph 


2-NH 2 -4-Pym 


4-Pym 


50 


1-535 


Ph 


2-NH 2 -4-Pym 


5-Pym 




1-536 


Ph 


2-NH 2 -4-Pym 


2-Pym 




1-537 


Ph 


2-NH 2 -4-Pym 


3-Azt-CH 2 


55 


1-538 


Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt-CH 2 
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Compound 


R 1 


R 2 




5 


J>JO. 










1-539 


Ph 


2-NH 2 -4-Pym 


3-Pyrd-CH; 




1-540 


Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd-CH; 


10 


1-541 


Ph 


2-NH 2 -4-Pym 


4-Pip-CH 2 




I -542 


Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip-CH 2 




1-543 


Ph 


2-NH2-4-Pym 


3-Hpip-CH 2 




I -544 


Ph 


2-NH 2 -4-Pym 


l-Me-3-Hpip-CH 2 




1. 545 


Ph 


2-NH 2 -4-Pym 


4-Hpip-CH 2 




1-546 


Ph 


2-NH 2 -4-Pym 


l-Me-4-Hpip-CH 2 




1-547 


Ph 


2-NH 2 -4-Pym 


2-Mor-CH 2 ^ 




1-548 


Ph 


2-NH 2 -4-Pym 


l-Me-2-Mor-CH 2 




I -549 


Ph 


2-NH 2 -4-Pym 


2-Tmor-CH 2 


25 


1-550 


Ph 


2-NH 2 -4-Pym 


l-Me-2-Tmor-CH 2 




1-551 


Ph 


2-NH 2 -4-Pym 


1-Piz-CH 2 




I -552 


Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-CH 2 


30 


1-553 


Ph 


2-NH 2 -4-Pym 


2-Piz-CH: 




I -554 


Ph 


2-NH 2 -4-Pym 


4-Pyr-CH 2 




I -555 


Ph 


2-NH 2 -4-Pym 


3-Pyr-CH 2 


35 


1-556 


Ph 


2-NH 2 -4-Pym 


2-Pyr-CH 2 




1-557 


Ph 


2-NH 2 -4-Pym 


4-Pym-CH 2 




1-558 


Ph 


2-NH 2 -4-Pym 


5-Pym-CH 2 


40 


1-559 


Ph 


2-NH 2 -4-Pym 


2-Pym-CH 2 




1-560 


4-F-Ph 


2-NH 2 -4-Pym 


H 2 N-CH 2 




1-561 


4-F-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 ) 2 


45 


1-562 


4-F-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 ) 3 




1-563 


4-F-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 ) 4 




1-564 


4-F-Ph 


2-NH 2 -4-Pym 


MeNH-CH 2 


50 


I -565 


4-F-Ph 


2-NH 2 -4-Pym 


McNH-(CH 2 ) 2 




1-566 


4-F-Ph 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 3 




I -567 


4-F-Ph 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 4 


55 


I -568 


4-F-Ph 


2-NH 2 -4-Pym 


EtNH-CH 2 



-43 
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5 


Compound 

No. 


R 1 


R 2 


1 

1 R 




1-569 


4-F-Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 ) 2 




1-570 


4-F-Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 ) 2 


10 


1-571 


4-F-Ph 


2-NH : -4-Pym 


EtNH-(CH 2 )4 




1-572 


4-F-Ph 


2-NH 2 -4-Pym 


Me 2 N-CH 2 




1-573 


! 4-F-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 b 


15 


1-574 


4-F-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 3 




1-575 


4-F-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 4 




1-576 


4-F-Ph 


2-NH 2 -4-Pym 


1-Azt-CH 2 


20 


1-577 


4-F-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 2 




1-578 


4-F-Ph 


2-NH 2 -4-Pym 


1-Azt-fCH?)* 




1-579 


4-F-Ph 


2-NH 2 -4-Pym 


1-Azt-fCHA 


25 


1-580 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Pyrd-CH 2 




1-581 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pvrd-fCH^)? 




1-582 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pvrd-fCH^-t 


30 


1-583 


4-F-Ph 


2-NH 2 -4-Pym 


1-Pvrd-fCH?^ 




1-584 


4-F-Ph 


2-NH 2 -4-Pym 


1-Pio-CH? 




1-585 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pin-CCH^ 


35 


1-586 


4-F-Ph 


2-NH 2 -4-Pym 


l-PiD-CCH->^ 




1-587 


4-F-Ph 


2-NH 2 -4-Pym 


l-PiD-fCH^ 




1-588 


4-F-Ph 


2-NH 2 -4-Pym 


l-Mor-CH 5 I 


40 


1-589 


4-F-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 2 




1-590 


4-F-Ph 


2-NH 2 -4-Pym 


l-Mor-fCH^ 

* i w Jiv/i iv *"^,/3 




1-591 


4-F-Ph 


2-NH 2 -4-Pym 


l-Mor-fCH^L 


45 


1-592 


4-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-CH 2 




1-593 


4-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-fCH^Y* 




1-594 I 


4-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH2)3 


50 


1-595 


4-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH2)4 




1-596 


4-F-Ph 


2-NH 2 -4-Pym 


1-Piz-CH 2 




1-597 


4-F-Ph 


2-NH2-4-Pym 


1-Piz-(CH 2 ) 2 


55 


1-598 


4-F-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 3 
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5 


Compound 


R 1 


R 2 


R 3 




1-599 


4-F-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-(CH->V» 




1-600 


4-F-Ph 


2-NH^-4-Pvm 


l-Piz-fCH^j 

i i ix. \Vii2/«l 


1 n 

1U 


1-601 


4-F-Ph 


2-NH?-4-Pvm 

J * A\ m ^ W *\ f mm* 


3-Azt 




1-602 


4-F-Ph 


2-NH?-4-Pvm 

^ m ^ A 1/ * J. Y mm* 


l-Me-3-Art 

1 JTlt — ' ■<» * ' 1 




1-603 


4-F-Ph 


2-NH?-4-Pvm 

*m *\ * m\ m. £ T *\ J mm* 


l-Bn-3-Azt 

1 Uli «-» «. » I 


15 


1-604 


4-F-Ph 


2-NH->-4-Pvm 

**w m ^ m\ m\£ r *\ T mm* 


3-Pyrd 




1-605 


4-F-Ph 


2-NH7-4-Pvm 

^ i ill j ' A Till 


1 -Me-3-P vrd 




1-606 


4-F-Ph 


2-NH*-4-Pvm 

A~ -1 ¥ A -i. ^/ T X Till 


3-Pin 
— ' i ij^ 


20 


1-607 


4-F-Ph 


2-NH->-4-Pvm 

11 A 12^^ ▼ 111 


4-Pin 

¥ 1 1U 




1-608 


4-F-Ph 


2-NH«>-4-Pvm 

a> illl2"-T X V 111 


4-H 4-HeH-Pin . 




1-609 


4-F-Ph 


2-NH->-4-Pvm 

^ ill X ' 1 X Till 


1 -Me-4-Pin 


25 


1-610 


4-F-Ph 


2-NH->~4-Pvm 

^ i ~ JL 1/ ™ A fill 


1 l»it~ 1 J ? t U LI 11 1LI 1 


- 


1-61 1 


4-F-Ph 


2-NH->-4-Pvm 


1 -Ft-4-Pin 

I l^l^T i 1^7 




1-612 


4-F-Ph 


2-NH->-4-Pvm 

^» X lll^ i X Till 


1 -Bn-4-Pin 

1 JJH 11 ILI 


30 


1-613 


4-F-Ph 


2-NH^-4-Pvm 


3-Hnin 


- 


1-614 


4-F-Ph 


2-NH->-4-Pvm 


1 JV1C 1 1LI1L/ 




1-615 


4-F-Ph 


2-NH>-4-Pvm 

• iiiij i i y in 


*T— XIJJIL 1 


35 


1-616 


4-F-Ph 


2-NH?-4-Pvm 


1 *VJ W— "T— A 1JJ1JJ 




1-617 


4-F-Ph 


2-NH->-4-Pvm 

1 ill/ ¥ X Till 


2-Mor 




1-618 


4-F-Ph 


2-NH?-4-Pvm 

A* 1 Ally T X Till 


i ivic x ivjui 


40 


1-619 


4-F-Ph 


2-NH?-4-Pvm 

^ 1111^ w X Till 


2-Tmnr 

4> 1 JllVfJ 




1-620 


4-F-Ph 


2-NH?-4-Pvm 

^ ill 12 ' * JT1*J 


i — ivit— X" 1 11 JIM 




1-621 


4-F-Ph 


2-NH?-4-Pvm 

^ *H 1^ 1 1 Till 


1-Piz 

1 1 llv 


45 


1-622 


4-F-Ph 


2-NH->-4-Pvm 

A* A ™ A T X Till 


4-Me- 1 -Pi 7 

1 1YJV 1 1 |X> 




1-623 


4-F-Ph 


2-NH?-4-Pvm 

^ 1H12 * i jfxki 


2-Piz 




1-624 


4-F-Ph 


2-NH 2 -4-Pym 


4-Pyr 


50 


1-625 


4-F-Ph 


2-NH 2 -4-Pym 


3-Pyr 




1-626 


4-F-Ph 


2-NH 2 -4-Pym 


2-Pyr 




1-627 


4-F-Ph 


2-NH 2 -4-Pym 


4-Pym 


55 


1-628 


4-F-Ph 


2-NH 2 -4-Pym 


5-Pym 
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5 


Compound 
No. 


R 1 


R 2 


R 3 




i \j— 


4-F-Ph 

~ x — x XI 


2-NH>-4-Pvm 

— l ^XX2 "T— X JrXXl 


2-Pvm 

— X ylll 




1-630 


4-F-Ph 

*T X XT 11 


— i ^< x xj"t x ym 


3-A7t-CH-> 


10 


1 -U_> I 


4-F-Ph 


— i 12 ^ x ym 


I JViv J AZ.I viij 




1-6T> 


4-F-Ph 


x -i n xx2^+^x yixi 


-> -x yr*J i— xx 2 




1-63^ 


*r-r-x ii 


7 -KTH-.-4-P vm 
& -lNxx2-*r-x yill 


i -xvic- j-x yru-v^xi2 


15 


1-614 


4-F-Ph 

*T X —IT XI 


9 -TNTH^-4-Pvm 


x Ip-V^xx2 




1 "UJJ 


4-F-Ph 
*r— r— x n 


in n2 Bi *T/iii 


1 -JVie-*f-x^lp-L-xi2 




1-636 


4-F-Ph 

~ i X XX 


2-MH-*-4-Pvm 

^ i^ixxj x ym 


3-Hrnrk-f^H^ 
-> -rip ip- n 2 


20 


1-637 


4-F-Ph 

"T X XT XX 


— 1 > XXj » X Yin 


1 -ivie- O -xipip-v^ xx 2 




1 UJO 


4-F-Ph 

"T X Til 


9 JNTT-.-4-P vm 
— ix XX 2 ^^^x VI II 


^t-npip-N— xl2 




1-639 


4-F-Ph 

— T X —XT IX 


7 ->JH-»-4-P vm 
— • i>xx2 ^ x j^iJi 


i -ivic-*T-npip-v^ri2 


25 


1-640 


4-F-Ph 




a. -lvi or - v-' xx 2 




1-641 


4-F-Ph 


— i > xx2^^^x ym 


1 -iVJc--£-iVIor-v^xx2 




1-642 


4-F-Ph 


— 11X12 *i x yiii 


1 in or -^xx2 


30 


1-643 


4-F-Ph 


——IN xx2^*-x vni 


i -jvie-x- 1 xTior-L,ri2 




1-644 


4-F-Ph 

"T — X X XI 


— -J.\xx2^+ x ym 


i Pit ru 

1 -x 1Z-v^xx2 




1-645 


4-F-Ph 

"T X X 11 


^->JH>-4-Pvm 

— I xXx2^^ -i YTI1 


A 1 Pi-y PH 


35 


1-646 


4-F-Ph 

X X 11 


— i^ix^^r x yiii 


9_p; 7 pu, 
z*riz - L.ri2 




1-647 


4-F-Ph 


— in xx2^^ x j ill 


f-x yr-v^xx2 




1-648 


4-F-Ph 


2-NH-»-4-Pvm 

«fc ixxx2 " * yxxx 


^ -x yr-\^xx2 


40 


1-649 


4-F-Ph 

"T X X 11 


— ixxx2 ^ x Vxll 


7 Pvr 




1-650 


4-F-Ph 


— ixxx2 ™ x viii 


A-Pvm-PR, 
*r-x yTn-\^xi 2 




1-651 


4-F-Ph 


*»— 1>ixx2^^ x YIxl 


-) -x ym - V- xx 2 


45 


1-652 


4-F-Ph 


— 1 iXX2^^ X Ylll 


^ -x yin - w ri 2 




1-653 


3-F-Ph 


— j. x xx 2 * x yiii 


n2i>-\^ri2 




1-654 


3-F-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 )2 


50 


1-655 


3-F-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 ) 3 




1-656 


3-F-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 )< 




1-657 


3-F-Ph 


2-NH 2 -4-Pym 


MeNH-CHj 


55 


1-658 | 


3-F-Ph 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 2 



46 
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Compound 

no. 


R 1 


R 2 


R 3 




1-659 


3-F-Ph ~ 


2-NH r 4-Pym 


MeNH-(CH 2 ) 3 




1-660 


3-F-Ph 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 4 


10 


1-661 


3-F-Ph " 


2-NH2-4-Pym 


EtNH-CH 2 




1-662*" 


3-F-Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 b 




1-663 


3 : F-Ph 


2-NH2-4-Pym 


EtNH-(CH 2 )3 


15 


1 -664 


3-F-Ph 


2-NH2-4-Pym 


EtNH-(CH 2 ) 4 




1-665 


3-F-Ph 


2-NH 2 -4-Pym 


Me 2 N-CH 2 




1-666 


3-F-Ph 


2-NH 2 -4~Pym 


Me 2 N-(CH 2 )2 


20 


1-667 


3-F-Ph 


2-NH2-43Pym 


Me 2 N-(CH2)3 




1-668 


3-F-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 4 




1-669 


3-F-Ph 


2-NH 2 -4-Pym 


1-Azt-CH 2 


25 


1-670 


3-F-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 2 




1-671 


3-F-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 3 




1-672 


3-F-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 >4 


30 


1-673 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pyrd-CH 2 




1-674 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH2)2 




1-675 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pyrd-{CH2)3 


35 


1-676 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH2)4 




1-677 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pip-CH 2 




1-678 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 2 


40 


1-679 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 3 




1-680 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 )4 




1^-681 


3-F-Ph 


2-NH 2 -4-Pym 


1-M6r-CH 2 




1-682 


3-F-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 )2 




1-683 


3-F-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 )3 " 




1-684 


3-F-Ph - 


2-NH 2 -4-Pym 


l-Mor-(CH 2 y 


50 


1-685 


3-F-Ph 


2-NH 2 -4-PyrrV 


l-Tmor-CH 2 




1-686 


3-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 )2 




1-687 - 


3-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH2)3 


55 


1-688 


3-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 )< 



47 
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Compound 
No. 


R ! 


R 2 


R 3 




1-689 


3-F-Ph 


2-NH : -4-Pym 


1-Piz-CH 2 




1-690 


3-F-Ph 


2-NH;-4-Pym 


* X X£» ^wllj^J 


10 


1-691 


3-F-Ph 


2-NH : -4-Pym 


* x xx» ^ wiij y j 




1-692 


3-F-Ph 


2-NH-- 4-Pvm 

A ™ A A ^ T A T A 4- A 


^"IVlt ■" i "X XX. *\ \_ A A J Ij 




1-693 


3-F-Ph 


2-NH~4-Pvm 

« X Jill 




15 


1-694 


3-F-Ph 


2-NH— 4-Pvm 






1-695 


3-F-Ph 


2-NH-- 4-Pvm 

A» l^il^ T X Jill 






1-696 


3-F-Ph 


2-NH 2 -4-Pym 


l-Bn-3-Azt 


20 


1-697 


3-F-Ph 


2-NH 2 -4-Pvm 

A ™ A. A^ i A Till 


3-Pvrd 

•7 a J I U 




1-698 


3-F-Ph 


2-NH?-4-Pvm 

■*— * ili^ r a Jill 


x iuw*j"i yiu 




1-699 


3-F-Ph 


2-NH->-4-Pvm 

» A TAA.^ » A Till 


3-Pin 


25 


1-700 


3-F-Ph 


2-NH->-4-Pvm 

^» -* ^ A A ^£ "I A J Mil 


•* -I 1 LI 




1-701 


3-F-Ph 


2-NH->-4-Pvm 

™ A 'A. A^ » A Jill 


*t*^ J ,*r-U C JT. -x ip^ 




1-702 


3-F-Ph 


2-NH7-4-Pvm 


1 -Me-4-Pin 


30 


1-703 


3-F-Ph 


2-NH->-4-Pvm 

A A^ " A Jill 






1-704 


3-F-Ph 


2-NH-»-4-Pvm 

• ■* ^* X^J * A JUL 


1 -Ft-Al-Pin 




1-705 


3-F-Ph 


2-NH-r-4-Pvm 

* * "A Xx * A Jill 


1 -Rri-Al Pin 


35 


3-706 


3-F-Ph 


2-NH?-4-Pvm 

« A ™ A A^ »^ A Jill 


1-Hnin 




1-707 


3-F-Ph 


2-NH7-4-Pvm 

» A ^ A » A J III 


1 -Mp- VHnin 
1 -ivi c- j -npip 




1-708 


3-F-Ph 


2-NH7-4-Pvm 

A "A. A ^ T A T ill 


4-Hnin 


40 


1-709 


3-F-Ph 


2-NHr4-Pym 






1-710 


3-F-Ph 


2-NH 2 -4-Pyn, 


2-Mor 




1-711 


3-F-Ph 


2-NH 2 -4-Pym 

^» * * A- * A T AAA 


1 -Me-2-Mnr 


45 


1-712 


3-F-Ph 


2-NH 2 -4-Pyni 


7 -TmnT' i 

av X Mil?! 




1-713 


3-F-Ph 


2-NH?-4~Pvm 


1 -MA.?-TmAr 
1 -ivic-av- 1 mor 




1-714 


3-F-Ph 


2-NH 2 -4-Pym 


1-Piz 


SO 


1-715 


3-F-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 




1-716 


3-F-Ph 


2-NH 2 -4-Pym 


2-Piz 




1-717 


3-F-Ph 


2-NH 2 -4-Pym 


4-Pyr 


55 


1-718 


3-F-Ph 


2-NH 2 -4-Pym 


3-Pyr 



48 
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1 

Compound 

No. 


R 1 


R 2 


1 R 3 




1-71 Q 




7-NH -,-4-Pvm 

-*> i 11X7— T* A Jrjll 


7_Pvr 




i - /ZU 


1 P PK 


x J\ri2 h "i yiii 


7-1 yiii 


10 


J- /Z L 


1 P-PVi 


z -in ri2 -h- r ym 


^-1 yin 




1 711 

1-722 


i-r-rfl 


z-iNri2-H~ryin 


7 Pirm 

Z-l^yTTi 




i iTi 
1-723 


1 P Ph 


7 XTW <± Pvrm 

z - in n 2 -*r-r^ yrn 


1 a 7t r*w^ 


15 


1 77 /I 

1-724 


1 P PVi 


1 XTLJ A Pvrrn 

z -in ti 2-H^rym 


1 \Af* 1 A 7 t-PH-, 

1 -IVlc-^-AZl-v-.ii2 




1 71i 

1- /2r> 


>r-rn 


7 KTT4 A Pvm 

z -in ri 2"**~* ym 






1 77£ 

1-726 


1 P PVi 


7 XJT4 4 P\/m 

z -jn n 2 •*hjt ym 


1 -ivie -r^yru- n 2 


20 


1 717 

1-727 


3-r -rn 


7 MU -A Pvm 

z - in ri 2 "7- rym 


A D^t% r^T4 




1 77 O 

1-728 


1 IT DV» 

3-r-rn 


7 KTW A P\rm 

z-rsri2"H-pyiTi 


1 \/to^A Pi»A rw, 
1 -ivie-^H-i ip-v^ri2 




1-729 


1 "C PVi 


z - in it 2 "*r—r yin 


1 Unm /"'PI, 


25 


1-73U 


1 P T)K 

3-r -rri 


7 KTW A Pvrm 

z - in n 2 **r-i ym 


1 -i\^c-j>-xT.pip-v^ri2 




1 7? 1 

1-/31 


1 P PVi 


7 MT4~ A Pvrm 

z-iNri2 -H-rym 


7 -rip ip- v-* rl 2 




1 7*31 
I- /3Z 


1 P PV» 


7 \TH-.-A Pvm 

z-iNri2^ > * ym 


1 -ivic-H-XT.pip-v».ri2 


30 


1-/3.5 


1 P PVi 
j-r-rn 


7 WH, A Pvrm 

z -in n 2 •7-ryin 


7-Xyfnr PW, 
Z -iVl or- v-^ n. 2 




1 71A 
1- / 3h 


1 P PH 


7 TJW^ A Pvrm 

z - in xi 2 ~* ym 


1 -lvlC-x-lvjor-V-»ii2 




1 71< 


i p Ph 


7 KTP^ A Pvrm 


7 Tmnr.PP, 

z- 1 iTior-v^jri2 




I - / jO 


^ P-PV» 
>r*riJ 


Z-IN 02 H-r yili 


1 .Mp-?.Tmnr-PH, 
1 -ivic-z. - 1 niv/i -\—ii 2 




1 717 


1 P PVi 


7 f\TH-» A Pvm 

z-in n2- 4 T i ym 


l-Pi-7 r^T-T^ 
I -1 IZ-V-,XT2 




1 - / DO 


1 P PK 


z-iNri2-*^-i ym 


H-rvic- 1 -1 iz-v^ri2 


Atl 

**u 




P-Ph 


7-MPU A -Pvrm 

z-in ri2 7- .r ym 


Z"i IZ-V-»Xi2 




i -7ah 


1 P Ph 


z-inii^-h -i ym 


H-iryr-v^ri2 




1-741 

1 /HI 


i P.Ph 


7 - MPU.A-Pvrm 
Z-IN1I2 -H-r ylll 


1-P\rr PP. 

j ryi ^Vw-Xj.2 


45 


1 -747 




7-MT-K-A-Pvrm 


x ryi -v_-iji2 




1-74^ 

i - / HJ 




7 XTH^-A pvm 
Z-lNrl2"-*+-jrym 


7-ir ym*uri2 




1-744 


3-F-Ph 

— ' 1 X 11 


2-NH->-4-Pvm 

i A 'I A ±2^^ * 111 




50 


1-745 


3-F-Ph 


2-NH 2 -4-Pym 


2-Pym-CH 2 




1-746 


3,4-diF-Ph 


2-NH 2 -4-Pym 


H 2 N-CH 2 




1-747 


3,4-diF-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 ) 2 


55 


1-748 


3,4-diF-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 ) 3 



.49 
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Compound 
No. 


R 1 


R 2 


R 3 




I -749 


3,4-diF-Ph 


2-NH-»-4-Pvm 

^» A ^A M£ 1 A Till 






1-750 


3 ¥ 4-diF-Ph 


2-NH->-4-Pvm 

* n 12 v i yjji 


iViCINil-V^ll^ 


1U 


1-751 


3 5 4-diF-Ph 


2-NH->-4-Pvm 

^» * ^l*J^T"i Jill 


ivi cj nxi- ^ 2/2 




1-752 


3,4-diF-Ph 


2-NH->-4-Pvm 

«fc A H 1^— T 1 Jill 


ivici>in-^v_n2/3 




1-753 


3 ? 4-diF-Ph 


2-NH->-4-Pvm 


ivi cfs n - ^ v~n2 74 




1-754 


3,4-diF-Ph 


2-NH->-4-Pvm 

^- i lii^" a jiti 






1-755 


3,4-diF-Ph 


2-NH-»-4-Pvm 

11112 ~ l j ill 


CUNn-^V^ 112/2 




1-756 


3,4-diF-Ph 


2-NH->-4-Pvm 

» i n 12 * A ill 


i— UN 11-^^X12/3 


on 


1-757 


3,4-diF-Ph 


2-NH->-4-Pvm 

^ llllJ^T 1 J 111 


FtXJTT /p"Li \ 




1-758 


3,4-diF-Ph 


2-NH->-4-Pvm 

^ AH12^^ 1 Jill 


i vic2 1\ V- n 2 




1-759 


3,4-diF-Ph 


2-NH->-4-Pvm 

^» m 12^* * jiu 


iviC2i > » VN-^Ai2/2 


25 


1-760 


3 4-diF-Ph 


2-l\TH-»-4-Pvm 

^ Jlll2~ I JrlU 


IVie2J\-( k Url2j3 




1-761 


3,4-diF-Ph 


2-NH->-4-Pvm 

a^H2^^ i ill 


lVIC2iN-^L^rl2 )h 




I -762 


3,4-diF-Ph 


2 -TsJH -»-4-Pvm 

l^ilXJ ™ * J 111 


1 a Tt PH. ! 


30 


1-763 


3,4-diF-Ph 


^ iiii2~ i jiii 






I -764 


3 4-diF-Ph 

— ' 9 ■ VIA* A J J 


2-7sJT-f-*-4-Pvm 
i~ u2^t r yiii 


1 -/\ZL-(Url2 / )3 




1-765 


3 4-diF-Ph 


2-NH-,-4-Pvm 


1 A Tt /T , T-I^\ 
i "r\ZX^y\^ri2)4 


35 


i-766 


3,4-diF-Ph 


2-NH->-4-Pvm 


i -i yru-v^ri2 




1-767 


3,4-diF-Ph 


» 1 — 112 * Yiii 


i -ryru-^ ri2/2 




I -768 


3,4-diF-Ph 


2-NH->-4-Pvm 


1 .PvrH-rPH, i, 
i r yru ^ri2j3 


40 


1-769 


3,4-diF-Ph 


2-NH->-4-Pvm 

• in 12 " * jlll 


1 -Pvn-H_/T^R-»\. 

i -ryra-^ri2j4 




1-770 


3,4-diF-Ph 


2-NH>-4-Pvm 


1 -i ip-^Ji2 




I -771 


3,4-diF-Ph 


2-NH7-4-Pvm 

*» * ' * A 2 ■ 1 Till 


l-Pin-fCM^ 


45 


1-772 


3,4-diF-Ph 


2-NH->-4-Pvm 

• i~ 112 ' l Ylll 


1 -rip-^xi2>3 




1-773 


3,4-diF-Ph 


2-NH->-4-Pvm 

^ mi2 * * jriii 


i-rip-^cxi2)4 




1-774 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Mor-CH 2 


50 


1-775 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 )2 




1-776 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH2)3 




1-777 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Mor-<CH2)4 


55 


1-778 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Tmor-CH 2 



50 
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Compound 
NO. 




R 2 


R 3 




1-779 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 2 




1-780 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Trnor-(CH 2 ) 3 


10 


1-7S1 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 )u 




' 1.787 * 

l 1 u — 


3 4-diF-Ph 


2-NH 2 -4-Pym 


1-Piz-CH: 




1-783 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 2 


15 


* 1-7S4 


3,4-diF-Ph 


2-NH2-4-Pym 


1-Piz-(CH 2 ) 3 




1-7S5 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




1-7S6 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 4 


20 


1 -7S7 

1 /Of 


3,4-diF-Ph 


2-NH 2 -4-Pym 


3-Azt 




1-7X8 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt 






3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Bn-3-Azt 


25 


1-790 


3,4-diF-Ph 


2-NH?-4-Pvm 

mm i * J 


3-Pyrd 




1-791 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd 


.... 


l-79 > > 

i t 7 — 


3,4-diF-Ph 


2-NH 2 -4-Pym 


3-Pip 


30 


3-793 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Pip 




1-794 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-(3,4-deH-Pip) 


. , 


1-795 


3 4-diF-Ph 

~J f ~ Ull 1 11 


2-NH?-4-Pvm 

mm A ^ A m £ 9 * J 


l-Me-4-Pip 


35 


1-796 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-797 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Et-4-Pip 




1-798 


3 4-diF-Ph 


2-NH 2 -4-Pym 


l-Bn-4-Pip 


40 


1-799 


3 4-diF-Ph 


2-NH 2 -4-Pym 


3-Hpip 




1-800 


3 4-diF-Ph 

— ' ,~ Ull 1 11 


2-NH?-4-Pvm 


l-Me-3-Hpip 




1-801 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Hpip 


45 


1-802 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-4-Hpip 




1-803 


3,4-diF-Ph 


2-NH 2 -4-Pym 


2-Mor 




1-804 


3,4-diF-Ph * 


2-NH 2 -4-Pym 


l-Me-2-Mor 


50 


1-805 " 


3,4-diF-Ph 


2-NH 2 -4-Pym 


2-Tmor 




1-806 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-2-Tmor 




1-807 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Piz 


55 


1-808 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 



BNSDOCID: <EP 12435B9A1_I_> 



51 



BP 1 243 589 A1 



5 


foTrmniind 

No. 


^ 1 

R 


R* 


R 3 




1-809 


3,4-diF-Ph 


2-NH : -4-Pym 


2-Piz 




1-810 


3,4-diF-Ph 


2-NH ; -4-Pym 


! 4-Pyr 




10 


1-811 


3,4-diF-Ph 


2-NH ; -4-Pym 


3-Pyr 




! 1-812 

j 


3,4-diF-Ph 


2-NH 2 -4-P>m 


2-Pyr 






I 1-813 


3,4-diF-Ph 


2-NH2-4-Pym 


4-Pym 


15 


1-814 


3,4-diF-Ph 


2-NH2-4-Pym 


5-Pym 




1-815 


3,4-diF-Ph 


2-NH2-4-Pym 


2-Pym 




1-816 


3,4-diF-Ph 


2-NH2-4-Pym 


3-Azt-CH 2 


20 


1-817 


3,4-dtF-Ph 


2-NH2-4-Pym 


l-Me-3-Azt-CH 2 




1-818 


3,4-diF-Ph 


2-NH 2 -4-Pym 


3-Pyrd-CH 2 




1-819 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd-CH 2 


25 


1-820 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Pip-CH 2 




1-821 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip-CH 2 




1-822 


3,4-diF-Ph 


2-NH 2 -4-Pym 


3-Hpip-CH 2 


30 


1-823 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Hpip-CH, 




1-824 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Hpip-CH 2 




1-825 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-4-Hpip-CHj 


35 


1-826 


3,4-diF-Ph 


2-NH 2 -4-Pym 


2-Mor-CH 2 




1-827 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-2-Mor-CH 2 




1-828 


3,4-diF-Ph 


2-NH 2 -4-Pym 


2-Tmor-CH 2 


40 


1-829 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-2-Tmor-CH 2 ~j 




1-830 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Piz-CH 2 




1-831 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-CH 2 


45 


1-832 


3,4-diF-Ph 


2-NH 2 -4-Pym 


2-Piz-CH 2 




1-833 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Pyr-CH; 




1-834 


3,4-diF-Ph 


2-NH 2 -4-Pym 


3-Pyr-CH: 


50 


1-835 


3,4-diF-Ph 


2-NH 2 -4-Pym 


2-Pyr-CH 2 




1-836 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Pym-CH 2 




1-837 


3,4-diF-Ph 


2-NH 2 -4-Pym 


5-Pym-CH 2 


55 


1-838 


3,4-diF-Ph 


2-NH2-4-Pym 


2-Pym-CH 2 



52 
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5 


Compound 
No. 


R 1 


R 


R 




1-839 


3-Cl-Ph 


2-NH 2 -4-Pym 


H 2 N-CH 2 - 




1-840 


3-Cl-Ph 


2-NH : -4-Pym 


H 2 N-(CH 2 ) 2 


10 


1-841 


3-Cl-Ph 


2-NH ; -4-Pym 


H 2 N-(CH ; ) 3 




1-842 


3-Cl-Ph 


2-NH;-4-Pym 


H 2 N-(CH 2 ) 4 




1-843 


3-Cl-Ph 


2-NH;-4-Pym 


MeNH-CH 2 


15 


1-844 


3-Cl-Ph 


2-NH : -4-Pym 


MeNH-(CH 2 ) 2 




1-845 


3-Cl-Ph 


2-NH : -4-Pym 


MeNH-(CH 2 ) 3 




1-846 


3-Cl-Ph 


2-NH~4.Pym 


MeNH-(CH 2 ) 4 


20 


1-847 


3-Cl-Ph 


2-NH 2 -4-Pym 


EtNH-CH 2 




1-848 


3-CI-Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 ) 2 




1-849 


3-Cl-Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 ) 3 


25 


1-850 


3-Cl-Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 ) 4 




1-851 


3-Cl-Ph 


2-NH2-4-Pym 


Me 2 N-CH 2 


-- 


1-852 


3-Cl-Ph 


2-NH 2 -4-Pyin 


Me 2 N-(CH 2 ) 2 


30 


1-853 


3-Cl-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 3 




1-854 


3-Cl-Ph 


2-NHr4-Pym 


Me 2 N-(CH 2 ) 4 


— 


1-855 


3-Cl-Ph 


2-NH2-4-Pym 


1-Azt-CH 2 


35 


1-856 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 2 




1-857 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 3 




1-858 


3-Cl-Ph 


2-NH2-4-Pym 


1-Azt-(CH 2 ) 4 


40 


1-859 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Pyrd-CH 2 




1-860 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 2 




1-861 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 3 


45 


1-862 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 4 




1-863 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Pip-CH 2 




1-864 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 2 


50 


1-865 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 3 




1-866 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 4 




1-867 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Mor-CH 2 


55 


1-868 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 2 
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| 

I 

• Compound 


R 


R~ 


R 


5 


j No. 










1-869 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 3 




1-870 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 4 | 


10 


1-87] 


3-Cl-Ph 


2-NH-.-4-P.vm 


l-Tmor-CH 2 | 




1-S72 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) : | 




1-573 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) ; . H 


15 


1-874 


3-Cl-Ph 


2-NH;-4-Pym 


l-Tmor-(CH 2 )4 | 




1-875 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Piz-CH 2 j 




1-S76 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 2 


20 


1-877 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 > 3 j 




1-878 


i 3-Cl-Ph 


2-NH 2 -4-P>to 


4-Me-l-Piz-(CH 2 ) 3 J 




1-S79 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 4 | 


25 


1-880 


3-Cl-Ph 


2-NH 2 -4-Pym 


3-Azt | 




1-881 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt 




1-882 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Bn-3-Azt 


30 


1-883 


3-Cl-Ph 


2-NH 2 -4-Pym 


3-Pyrd 




1-884 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd j 




1-885 


3-Cl-Ph 


2-NH 2 -4-Pym 


3-Pip j 


35 


1-886 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Pip 




1-887 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-{3,4-deH-Pip) j 




1-888 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip 1 


40 


1-889 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) j 




1-890 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Et-4-Pip 




1-891 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Bn-4-Pip j 


45 


1-892 


3-Cl-Ph 


2-NH 2 -4-Pym 


3-Hpip | 




1-893 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-3-Hpip H 




1-894 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Hpip 


50 


1-895 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-4-Hpip H 




1-896 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Mor 




1-897 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-2-Mor j 


55 


1-898 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Traor 



54 
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Compound 

No. 


K 


R 2 


R 3 




1-899 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-2-Tmor 




1-900 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Piz 


10 


1-901 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 




1-902 


3-Cl-Ph 


2-NH 2 -4-Pyrn 


2-Piz 




1-903 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Pyr 


15 


1-904 


3-Cl-Ph 


2-NH 2 -4-Pym 


3-Pyr 




1-905 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Pyr 




1-906 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Pym 


20 


1-907 


3-Cl-Ph 


2-NH 2 -4-Pym 


5-Pym 




1-908 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Pym 




1-909 


3-Cl-Ph 


2-NH 2 -4-Pym 


3-Azt-CH 2 


25 


1-910 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt-CHj 




1-911 


3-Cl-Ph 


2-NH 2 -4-Pym 


3-Pyrd-CH 2 




1-912 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd-CH 2 


30 


1-913 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Pip-CH 2 




1-914 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip-CH 2 


* 


1-915 


3-Cl-Ph 


2-NH 2 -4~Pyni 


3-Hpip-CH 2 


35 


1-916 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-3-Hpip-CH 2 




1-917 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Hpip-CH 2 




1-918 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-4-Hpip-CH 2 


40 


1-919 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Mor-CH 2 




1-920 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-2-Mor-CH 2 




1-921 


3-Cl-Pb 


2-NH 2 -4-Pym 


2-Tmor-CH 2 


45 


1-922 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-2-Tmor-CH 2 




1-923 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Piz-CH 2 




1-924 


3-Cl-Ph 


2-NH 2 «4-Pym 


4-Me-l-Piz-CH 2 


50 


1-925 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Piz-CH 2 




1-926 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Pyr-CH 2 




1-927 


3-Cl-Ph 


2-NH 2 -4-Pym 


3-Pyr-CH 2 


55 


1-928 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Pyr-CH 2 
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Compound 

No. 


R 1 


R 2 


R 3 




1-929 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-PynvCH 2 




1-930 


3-Cl-Ph 


2-NH 2 -4-Pym 


5-Pym-CH: 


10 


1-931 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Pyn>CH 2 




1-932 


Ph 


2-MeNH-4-Pym 


H^N-CH? 

4. 4 ~ 44^ 




1-933 


Ph 


2-MeNH-4-Pym 




15 


1-934 


Ph 


2-MeNH-4-Pym 






1-935 


Ph 


2-MeNH-4-Pvm 

« 4*4. W4 1 A 4 r 1 J 441 






1-936 


Ph 


2-MeNH-4-Pym 


MeNH-CH? 

4T4W4 14 4 N^-' X 4 ^ 


20 


1-937 


Ph 


2-MeNH-4-Pym 


MeNH-fCH?)^ 




1-938 


Ph 


2-MeNH-4-Pvm 

^ i-'AWATA..* T A Till | 


MeNH-fCH?)i 




1-939 


Ph 


2-MeNH-4-Pym 


MeNH-fCH^ 

4»4W4l4.-4 1 


25 


1-940 


Ph 


2-MeNH-4-Pym 






1-941 


Ph 


2-MeNH-4-Pvm 

^» 4 * 4 W4 i 4 4 t A T 141 






1-942 


Ph 


2-MeNH-4-Pym 


EtNH-fCH-0* 

4wk4 ill \ \_^1 A T / j 


30 


1-943 


Ph 


2-MeNH-4-Pvm 


EtNH-fCH^ 




1-944 


Ph 


2-MeNH-4-Pvm 






1-945 


Ph 


2-MeNH-4-Pym 




35 


1-946 


Ph 


2-MeNH-4-Pvm 

^ 4 » 4 W4 14 X T A ▼ 4 4 4 






1-947 


Ph 


2-MeNH-4-Pym 






1-948 


Ph 


2-MeNH-4-Pym 


l-Azt-CH? 


40 


1-949 


Ph 


2-MeNH-4-Pym 


1-Azt-fCH?)-) 

4 4 l ^^4 1 




1-950 


Ph 


2-MeNH-4-Pym 


\-AzX-(CH->)% 

4 4 V4v l I \/liy M 




1-951 


Ph 


2-MeNH-4-Pym 


l-Azt-fCH^ 


45 


1-952 


Ph 


2-MeNH-4-Pym 


1-Pvrd-CHo 




1-953 


Ph 


2-MeNH-4-Pym 






1-954 


Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 3 


50 


1-955 


Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 4 j 




1-956 


Ph 


2-MeNH-4-Pym 


1-Pip-CH 2 




1-957 


Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ) 2 


55 


1-958 


Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ) 3 



56 
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Compound 
No. 


1 

R' 


R 2 


R 3 




1-959 


Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ) 4 




1 -960 


Ph 


2-MeNH-4-Pym | 


l-Mor-CH, 


10 


1-961 


Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 2 




1-962 


Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 3 




1-061 


Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 4 


15 


1 -964 


Ph 


2-McNH-4-Pym 


1-Tmor-CH: 






Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 )2 




1-966 


Ph 


2-MeNH-4-Pym 


l-Txnor-(CH 2 )3 


20 


1-967 


Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 )4 




1-96R 


Ph 


2-MeNH-4-Pym 


1-Piz-CH 2 i 




1-969 


Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 2 




1-970 


Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 3 




1-971 


Ph 

X 11 


2-MeNH-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 


- 


1-972 


Ph 


2-McNH-4-Pym 


1-Piz-(CH 2 ) 4 


30 


1-973 


Ph 

j. ii 


2-MeNH-4-Pym 


3-Azt 




1-974 


Ph 


2-MeNH-4-Pym 


l-Me-3-Azt 




1-975 


Ph 


2-MeNH-4-Pym 


l-Bn-3-Azt 


35 


1-976 


Ph 


2-MeNH-4-Pym 


3-Pyrd 




1-977 


Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd 




1-978 


Ph 


2-MeNH-4-Pym 


3-Pip 


40 


1-979 


Ph 


2-MeNH-4-Pym 


4-Pip 
* 




1-980 


Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 




1-981 


Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 


45 


1-982 


Ph 


2-MeNH-4-Pym 


l-Mc-4-(3,4-deH-Pip) 




1-983 


Ph 


2-MeNH-4-Pym 


l-Et-4-Pip 




1-984 


Ph 


2-MeNH-4-Pym 


l-Bn-4-Pip 


50 


1-985 


Ph 


2-MeNH-4-Pym 


3-Hpip 




1-986 


Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip 




1-987 


Ph 


2-MeNH-4-Pym 


4-Hpip 


55 


1-988 


Ph 


2-MeNH-4-Pym 


l-Me-4-Hpip 



i; 57 
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Compound 

No. 


R 


R 


R 3 




1-989 


Ph 


2-MeNH-4-Pym 


2-Mor 




1-990 


Ph 


2-MeNH-4-Pym 


l-Me-2-Mor 


10 


1-991 


Ph 


2-MeNH^-Pym 


2-Tmor 




1-992 


Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor 




1-993 


Ph 


2-MeNH-4-Pym 


1-Piz 


15 


1-994 


Ph 


2-MeNH-4-Pym 


4-Me-l-Piz 




1-995 


Ph 


2-MeNH-4-Pym 


2-Piz 




1-996 


Ph 


2-MeNH-4-Pym 


4-Pyr 


20 


1-997 


Ph 


2-MeNH-4-Pym 


3-Pyr 




1-998 


Ph 


2-MeNH-4-Pym 


2-Pyr 




1-999 


Ph 


2-MeNH-4-Pym 


4-Pym 


25 


1-1000 


Ph 


2-MeNH-4-Pym 


5-Pym 




1-1001 


Ph 


2-MeNH-4-Pym 


2-Pym 




1-1002 


Ph 


2-MeNH-4-Pym 


3-Azt-CH 2 


30 


1-1003 


Ph 


2-MeNH-4-Pym 


l-Me-3-Azt-CH 2 




1-1004 


Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 




1-1005 


Ph ! 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 


35 


1-1006 


Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 




1-1007 


Ph 


2-MeNH-4-Pym 


l-Me-4-Pip-CH 2 




1-1008 


Ph 


2-MeNH-4-Pym 


3-Hpip-CH 2 


40 


1-1009 


Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip-CH 2 




1-1010 


Ph 


2-McNH-4-Pym 


4-Hpip-CH 2 




1-1011 


Ph 


2-MeNH-4-Pym 


l.Me-4-Hpip-CH 2 


45 


1-1012 


Ph 


2-MeNH-4-Pym 


2-Mor-CH 2 




1-1013 


Ph 


2-MeNH-4-Pym 


l-Me-2-Mor-CH 2 




1-1014 


Ph 


2-MeNH-4-Pym 


2-Tmor-CH 2 


SO 


1-1015 


Ph 


2-MeNH-4-Pym 


1 -Me-2-Tmor-CH 2 




1-1016 


Ph 


2-MeNH-4-Pym 


1-Pi2-CH 2 




1-1017 


Ph 


2-MsNH-4-Pym 


4-Me-l-Piz-CH 2 


55 


1-1018 


Ph 


2-MeNH-4-Pym 


2-Piz-CH 2 J 



58 
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Compound 


R 1 


R 2 


R 


5 


No. 










1-1019 


Ph 


2-MeNH-4-Pym 


4-Pyr-CH: 




1 - IfPO 


Ph 


2-MeNH-4-Pym 


3-Pyr-CH: 


10 


1-1071 


Ph 


2-MeNH-4-Pym 


2-Pyr-CH; 






Ph 


2-MeNH-4-Pym 


4-Pym-CH 2 






Ph 


2-MeNH-4-Pym 


5-Pym-CH 2 


15 


1-1024 


Ph 


2-MeNH-4-Pym 


2-Pym-CH 2 




1-1025 


4-F-Ph 


2-MeNH-4-Pym 


H 2 N-CH 2 




1-1026 


4-F-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 2 


20 


1-1027 


4-F-Ph 


2-McNH-4-Pym 


H 2 N-(CH 2 ) 3 




1-1028 


4-F-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 )4 




1-1029 


4-F-Ph 


2-MeNH-4-Pym 


MeNH-CH 2 


25 


1-1030 


4-F-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 2 




1-1051 


4-F-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 3 


- 


1-1032 


4-F-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 4 


30 


1-1033 


4-F-Ph 


2-MeNH-4-Pym 


EtNH-CH 2 


.... 


1 - 1 034 


4-F-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 2 




1-1035 


4-F-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 3 


35' 


1-1036 


4-F-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 4 

l 


• 


1-1037 


4-F-Ph 


2-MeNH-4-Pym 


1 Me 2 N-CH 2 




1-1038 


4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 2 


40 


1-1039 


4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 3 




1-1040 


4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 4 




1-1041 


4-F-Ph 


2-MeNH-4-Pym 


1-Azt-CH 2 


45 


1-1042 


4-F-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 2 




1-1043 


4-F-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 3 




1-1044 


4-F-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 4 


50 


1-1045 


4-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-CH 2 




1-1046 


4-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 2 




1-1047 


4-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 3 


55 


1-1048 


4-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 )4 
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5 


Compound 

No. 


R 1 


R 2 


R 3 




1-1049 


4-F-Ph 


2-MeNH-4-Pym 


j 1-Pip-CH: 




1-1050 


4-F-Ph 


2-MeNH-4-Pym 


j l-Pip-(CH^)-. 


10 


1-1051 


4-F-Ph 


2-MeNH-4-Pym 


1 1-Pip-(CH^) 3 




| 1-1052 

i 


4-F-Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 )4 




1-1053 


4-F-Ph 


2-MeNH-4-Pym 


l-Mor-CH 2 


15 


1-1054 


4-F-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 )2 




1-1055 


4-F-Ph 


2-MeNH-4-Pym 


l-Mor-fCH^ 




1-1056 


4-F-Ph 


2-MeNH-4-Pym 


1-Mor-fCH-))^ 


20 


1-1057 


4-F-Ph 


2-MeNH-4-Pym 


1 -Tmor-CH 2 




1-1058 


4-F-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 2 




1-1059 


4-F-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 )3 


25 


1-1060 


4-F-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 4 




1-1061 


4-F-Ph 


2-MeNH-4-Pym 


1-Piz-CH 2 




1-1062 


4-F-Ph 


2-McNH-4-Pym 


1-Piz-(CH 2 ) 2 


30 


1-1063 


4-F-Ph 


2-MeNH-4-Pym 


l-Piz-(CH 2 )-i 




1-1064 


4-F-Ph 


2-MeNH-4-Pym 


4-Me- 1 -Piz-(CH 2 ) 3 




1-1065 


4-F-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 4 


35 


1-1066 


4-F-Ph 


2-MeNH-4-Pym 


3-Azt 




1-1067 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt 




1-1068 


4-F-Ph 


2-MeNH-4-Pym 


l-Bn-3-Azt 


40 


1-1069 


4-F-Ph 


2-MeNH-4-Pym 


3-Pyrd 




1-1070 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd 


45 


1-1071 


4-F-Ph 


2-MeNH-4-Pym 


3-Pip 


1-1072 


4-F-Ph 


2-MeNH-4-Pym 


4-Pip 




1-1073 


4-F-Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 




1-1074 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 


50 


1-1075 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-1076 


4-F-Ph 


2-MeNH-4-Pym 


l-Et-4-Pip 




1-1077 


4-F-Ph 


2-MeNH-4-Pym 


l-Bn-4-Pip 


55 


1-1078 


4-F-Pb 


2-MeNH-4-Pym 


3-Hpip 



60 
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5 


Compound 


R 1 


K 2 


R 3 




1-1079 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip 




1-1080 


4-F-Ph 


2-MeNH-4-Pym 


4-Hpip 


10 


1-1081 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Hpip 




1-1082 


4-F-Ph 


2-MeNH-4-Pym 


2-Mor 




1-1083 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor 


15 


1-1084 


4-F-Ph 


2-MeNH-4-Pym 


2-Tmor 




1-1085 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor 




1-1086 


4-F-Ph 


2-MeNH-4-Pym 


1-Piz 


20 


1-1087 


4-F-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz 




1-1088 


4-F-Ph 


2-MeNH-4-Pym 


2-Piz 




1-1089 


4-F-Ph 


2-MeNH-4-Pym 


4-Pyr 


25 


3-1090 


4-F-Ph ' 


2-MeNH-4-Pym 


3-Pyr 




1-1091 


4-F-Ph 


2-MeNH-4-Pym 


2-Pyr 




1-1092 


4-F-Ph 


2-MeNH-4-Pym 


4-Pym 


30 


1-1093 


4-F-Ph 


2-MeNH-4-Pym 


5-Pym 




1-1094 


4-F-Ph 


2-MeNH-4-Pym 


2-Pym 




1-1095 


4-F-Ph 


2-MeNH-4-Pym 


3-Azt-CH 2 


35 


1-1096 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt-CH 2 




1-1097 


4-F-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 




1-1098 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 


Art 


1-1099 


4-F-Ph 


2-McNH-4-Pym 


4-Pip-CH: 




1-1100 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip-CH 2 




1-1101 


4-F-Ph 


2-MeNH-4-Pym 


3-Hpip-CH 2 


45 


1-1102 


4-F-Ph 


2-MeNH-4-Pym ' 


l-Me-3-Hpip-CH 2 




1-1103 


4-F-Ph 


2-MeNH-4-Pym 


4-Hpip-CH 2 




1-1104 


4-F-Ph 


2-MeNH-4-Pym 


l_Me-4-Hpip-CH 2 


50 


1-1105 


4-F-Ph 


2-MeNH-4-Pym 


2-Mor-CH 2 ' 




1-1106 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor-CH 2 




1-1107 


4-F-Ph 


2-MeNH-4-Pym 


2-Tmor-CH 2 


55 


1-1108 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor-CH 2 



-61 
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5 


Compound 

J>D. 


R 1 


R 2 


R 3 




1-1109 


4-F-Ph 


2-MeNH-4-Pvm 


1 x L£."\^XX2 




1-11 10 


4-F-Ph 


^-MeNH-4-Pvm 


a.Mp 1 Pi? PT4^ 


10 


1-1 1 1 1 


4-F-Ph 


— 1»1W 4 1I1"^ X J 111 






1-1112 


4-F-Ph 


^ -M eNH-4-P vm 


*r-i yr -v^xT2 




1-1113 


4-F-Ph 


^-MelMN-4-Pvm 

lnwiiii— r"j ym 


^-Pvr-PT4\ 


15 


1-1114 


4-F-Ph 


7 -MeNH-4-Pvm 


9.PW-PH-. 
x-x yi^\ m ,n2 




1-1115 


4-F-Ph 




4-Pvm.n-U 




1-1116 


4-F-Ph 


2-MeNH-4-Pvm 


5-Pvm-PHi 

A Jflll-V»*Xl2 


20 


1-1117 


4-F-Ph 


2-MeNH-4-Pvm 


x - x jrTIl - ^112 




1-1118 


3-F-Ph 


2 - M eNH -4- P vm 


1J XT pU 




1-1119 


3-F-Ph 


^-MeNH-4-Pvm 

iTiwj in i yiii 


n 2 i>» "\\^rt2/2 


25 


1-1120 


3-F-Ph 


*>-M eNH-4-Pvm 
iviwi in— t*r yiii 


ri2iN-^^,ri2 J3 




1-1121 


3-F-Ph 


^- 1T1 tJ ll 1"^"I jlll 


112^ 2/4 




1-1122 


3-F-Ph 


2-MeNH-4-Pvm 

^ J'lWill— T"I y LXL 


i vi cin ri - ^ri2 


30 


1-1123 


3-F-Ph 


■—- IVlwi ii 1— — r— i jrlll 


ivieiN ri L- 1I2J2 




1-1124 


3-F-Ph 


* JTlWJ ll l^T — X J'lll 


1 vj gin n - ^ n 2 J 3 




1-1125 


3-F-Ph 


2-MeNH-4-Pvm 


iviej >ri - ^ v-,ri2/4 


35 


1-1126 


3-F-Ph 


2-MeNH4-Pvm 

^- IVlWi ll l^T— 1 Jrlll 






1-1127 


3-F-Ph 


i vi t*i 1 1 1 "r— i y in 






1-1128 


3-F-Ph 


2-M eNH -4-P vm 


FtNH-^lr'H* 1, 
c UN n-^ 1^11 2 /3 


40 


1-1129 


3-F-Ph 


2-MeNH-4-Pvm 

^ ivivi i xi— T*r j in 


PfXJLJ TJ^\ 

niiNn-^^ri2^4 




1-1130 


3-F-Ph 


2-M eNH -4-P vm 

J»ltl ill— *T— i jrlll 


ivic2rv-v^ri2 




1-1131 


3-F-Ph 


2-MeNH-4.-Pvm 

A IVlWi lll**t*l Till 


ivie2i > « *l ^02/2 


45 


1-1132 


3-F-Ph 


2-M eNH -4-P vm 

IVlWi 111— T*l jrlll 


ivie2 in ~v v-ri 2 J3 




1-1133 


3-F-Ph 


^-MeNH-4-Pvm 

+- lYlCi 1 11 l jr 111 


ivie2JN -^V^ri2 M 




1-1134 


3-F-Ph 


2-MeNH-4-Pym 


1-AZI-CH 2 


SO 


1-1135 


3-F-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 2 




1-1136 


3-F-Ph 


2-MeNH-4-Pym 


1-A2t-(CH 2 )3 




1-1137 


3-F-Ph 


2-MeNH-4-Pyro 


1-Azt-(CH 2 )4 


55 


1-1138 


3-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-CH 2 



62 
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5 


Compound 

No. 


r' 

XX. 




R" 




1-1139 


3-F-Ph 


2-MeNH-4-Pym 


l-P>Td-(CH : ): 




1-1140 


3-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 3 


10 


1-1141 


3-F-Ph 


2-MeNH-4-Pym 


l-P> T d-(CH 2 )4 • 




1-1142 


3-F-Ph 


2-MeNH-4-Pym 


l-Pip-CHz 




1-1143 i 


3-F-Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ): 


15 


1-1144 | 


3-F-Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ) 3 




1-1145 1 


3-F-Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 )4 




1-1146 


3-F-Ph 


2-MeNH-4-Pym 


l-Mor-CH 2 


20 


1-1147 " 

i 


3-F-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 2 




1-114S 


3-F-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 3 




1-1 149 


3-F-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 4 


25 


1-1150 


3-F-Ph 


2-MeNH-4-Pym 


l-Tmor-CH 2 




1-1151 


3-F-Ph " 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 2 




1-1152 


3-F-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 3 


30 


1-1153 


3-F-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 4 


... 


1-1154 


3-F-Ph 


2-MeNH-4-Pym 


1-Piz-CH 2 


— 


1-1155 


3-F-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 2 


35 


1-1156 


3-F-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 3 




1-1157 


3-F-Ph 


2-McNH-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




1-1158 


3-F-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 4 


40 


1-1159 


3-F-Ph 


2-MeNH-4-Pym 


3-Azt 




1-1160 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt 




1-1161 


3-F-Ph 


2-MeNH-4-Pym 


l-Bn-3-Azt 


45 


1-1162 


3-F-Ph 


2-MeNH-4-Pym 


3-Pyrd 




1-1163 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyi-d 




1-1164 


3-F-Ph 


2-MeNH-4-Pym 


3-Pip 


50 


1-1165 


3-F-Ph 


2-MeNH-4-Pym 


4-Pip 




1-1166 


3-F-Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 




1-1167 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 


55 


1-1168 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 



: 63 
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5 


Compound 
No. 


R 1 




R 3 




1-1169 


3-F-Ph 


2-MeNH-4-Pym 


1 -Et-4-Pip 




3-1170 


3-F-Ph 


2-MeNH-4-Pym 


l-Bn-4-Pip 


10 


1-1171 


3-F-Ph 


2-MeNH-4-Pym 


3-Hpip 




1-1172 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip 




1-1173 


3-F-Ph 


2-MeNH-4-Pym 




15 


1-1174 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Hpip 




1-1175 


3-F-Ph 


2-MeNH-4-Pym 


2-Mor 




1-1176 


3-F-Ph 


2-MeNH-4-Pym 


1 -Me-2-Mor 


20 


1-1177 


3-F-Ph 


2-MeNH-4-Pym 


2-Tmor 




3-1178 


3-F-Ph 


2-MeNH-4-Pym 






1-1179 


3-F-Ph 


2-MeNH-4-Pym 


1-Piz 


25 


1-1180 


3-F-Ph 


2-MeNH-4-Pym 






1-1181 


3-F-Ph 


2-MeNH-4-Pym 


2-Piz 




1-1182 


3-F-Ph 


2-MeNH-4-Pym 


4-Pvr 


30 


1-1183 


3-F-Ph 


2-MeNH-4-Pym 


3-Pvr 




3-1184 


3-F-Ph 


2-MeNH-4-Pym 


2-Pvr 




1-1185 


3-F-Ph 


2-MeNH-4-Pym 


4-Pym 


35 


1-1186 


3-F-Ph 


2-MeNH-4-Pym 


5-Pym 




1-1187 


3-F-Ph 


2-MeNH-4-Pym 


2-Pym 




1-1188 


3-F-Ph 


2-MeNH-4-Pym 


3-Azt-CH7 


40 


1-1189 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt-CH-> i 




1-1190 


3-F-Ph 


2-MeNH-4-Pym 


3-Pvrd-CH-, 1 




1-1191 


3-F-Ph 


2-MeNH-4-Pym 




45 


1-1192 


3-F-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 




1-1193 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pin-CI-U 




1-1194 


3-F-Ph 


2-MeNH-4-Pym 


3-Hpip-CH 2 


50 


1-1195 


3-F-Ph 


2-McNH-4-Pym 


l-Me-3-Hpip-CH 2 




1-1196 


3-F-Ph 


2-MeNH-4-Pym 


4-Hpip-CH 2 




1-1197 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Hpip-CH 2 


55 


1-1198 


3-F-Ph 


2-MeNH-4-Pym 


2-Mor-CH 2 



64 
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5 


Compound 

No. 


i 

1 




1 

R 




1-1199 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor-CH; 




1-1200 


3-F-Ph 


2-MeNH-4-Pym 


2-Tmor-CH: 


10 


1-1201 


3-F-Ph 


2-MeNH^-Pym 


l-Mc-2-Tmor-CH; 




1-1202 


3-F-Ph - 


2-MeNH-4-Pym 


1-Piz-CH 2 




1-1203 


3-F-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-CH; 


75 


1-1204 


3-F-Ph 


2-MeNH-4-Pym 


2-Piz-CH : 




1-1205 


3-F-Ph 


2-MeNH-4-Pym 


4-Pyr-CH 2 




1-1206 


3-F-Ph 


2-MeNH-4-Pym 


3-Pyr-CH 2 


20 


1-1207 


3-F-Ph 


2-MeNH-4-Pym 


2-Pyr-CH 2 




1-1208 


3-F-Ph 


2-MeNH-4-Pym 


4-Pym-CH 2 




1-1209 


3-F-Ph 


2-MeNH-4-Pym 


5-Pym-CH 2 


25 


1-1210 


3-F-Ph 


2-MeNH-4-Pym 


2-Pym-CH 2 




1-1211 


3,4-diF-Ph 


2-MeNH-4-Pym 


H 2 N-CH 2 


- 


1-1212 


3,4-diF-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 2 


30 


1-1213 


3,4-diF-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 3 




1-1214 


3,4-diF-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 4 


- 


1-1215 


3,4-diF-Ph 


2-MeNH-4-Pym 


MeNH-CH 2 


35 


1-1216 


3,4-diF-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 2 ; 




1-1217 


3,4-diF-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 3 




1-1218 


3,4-diF-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 4 


40 


1-1219 


3,4-diF-Ph 


2-MeNH-4-Pym 


EtNH-CH 2 I 




1-1220 


3,4-diF-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 2 




1-1221 


3,4-diF-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 3 


45 


1-1222 


3,4-diF-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 4 




1-1223 


3,4-diF-Ph 


2-MeNH-4-Pym 


Me 2 N-CH 2 




1-1224 


3,4-diF-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 2 


50 


1-1225 


3,4-diF-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 3 




1-1226 


3,4-diF-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 4 




1-1227 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Azt-CH 2 


55 


1-1228 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Azt-(CH2) 2 
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5 


C f» rrm n u n rf 

No. 


R 


1 

R- 


R 3 




1-1229 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 3 




1-1230 


j 3,4-diF-Ph 


2-MeNH-4-Pym 


l-Azt-CCH:^ 


10 


1-1231 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Pyrd-CH : 




1-1232 


3.4-diF-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 2 




1-1233 


; 3,4-diF-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 3 


75 


1-1234 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 )4 




1-1235 


j 3,4-diF-Ph 


2-MeNH-4-Pym 


1-Pip-CH 2 




1-1236 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ) 2 


20 


1-1237 


3.4-diF-Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ) 3 




1-1238 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ) 4 




1-1239 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Mor-CH 2 


25 


1-1240 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 2 




1-1241 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 3 




1-1242 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 4 


30 


1-1243 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Tmor-CH 2 




1-1244 


3,4-diF-Ph 


2-MeNH^4-Pym 


l-Tmor-(CH 2 ) 2 




1-1245 


3.4-diF-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ), 


35 


1-1246 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 4 




1-1247 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Pi2-CH 2 




1-1248 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 2 


40 


1-1249 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Piz-<CH 2 ) 3 




1-1250 


3,4-diF-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




1-1251 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 4 


45 


1-1252 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Azt | 




1-1253 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt 




1-1254 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Bn-3-Azt 


50 


1-1255 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Pyrd 




1-1256 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd 




1-1257 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Pip 


55 


1-1258 


3,4-diF-Ph 


2-MeNH-4-Pym 


4-Pip 



BNSDOCID: <EP 1243569Al_l_> 



66 



EP 1 243 589 A1 



5 


Compound 

No. 
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R 




1-1259 


3,4-diF-Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 




1-1260 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 


10 


1-1261 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-1262 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Et-4-Pip 




1-1263 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Bn-4-Pip 


15 


1-1264 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Hpip 




1-1265 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip 




1-1266 


3,4-diF-Ph 


2-MeNH-4-Pym 


4-Hpip 


20 


1-1267 


3,4-diF-Ph 


2-M#NH-4-Pym 


l-Me-4-Hpip 




1-1268 


3,4-diF-Ph 


2-MeNH-4-Pym 


2-Mor 




1-1269 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor 


25 


1-1270 


3,4-diF-Ph 


2-MeNH-4-Pym 


2-Tmor 




1-1271 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor 


... 


1-1272 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Piz 




1-1273 


3,4-diF-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz 




1-1274 


3,4-diF-Ph 


2-MeKH-4-Pym 


2-Piz 




1-1275 


3,4-diF-Ph 


2-MeNH-4-Pym 


4-Pyr 


35 


1-1276 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Pyr 




1-1277 


3,4-diF-Ph 


2-MeNH-4-Pym 


2-Pyr 




1-1278 


3,4-diF-Ph 


2-MeNH-4-Pym 


4-Pym 


40 


1-1279 


3,4-diF-Ph 


2-MeNH-4-Pym 


5-Pym 




1-1280 


3,4-diF-Ph 


2-MeNH-4-Pym 


2-Pym 




1-1281 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Azt-CH 2 


45 


1-1282 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt-CH 2 




1-1283 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 




1-1284 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 


50 


1-1285 


3,4-diF-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 




1-1286 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip-CH 2 




1-1287 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Hpip-CH 2 


55 I 


1-1288 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip-CH 2 
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No. 


R" 


R- 
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1-1289 


3,4-diF-Ph 


2-MeNH-4-Pym 

i 


4-Hpip-CH 2 




1-1290 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-4-Hpip-CH; 


10 


1-1291 


3,4-diF-Ph 


2-MeNH-4-Pym 


2-Mor-CH 2 




1-1292 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor-CH 2 




1-1293 


3,4-diF-Ph 


2-MeNH-4-Pym 


2-Tmor-CH; 


15 


1-1294 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor-CH 2 




1-1295 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Piz-CH 2 




1-1296 


3,4-diF-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-CH 2 


20 


1-1297 


3,4-diF-Ph 


2-MeNH-4-Pym 


2-Piz-CH 2 




1-1298 


3,4-diF-Ph 


2-MeNH-4-Pym 


4-Pyr-CH 2 




1-1299 


3,4-diF-Ph 


2-McNH-4-Pym 


3-Pyr-CH 2 


25 


1-1300 


3,4-diF-Ph 


2-MeNH-4-Pym 


2-Pyr-CH 2 




1-1301 


3,4-diF-Ph 


2-MeNH-4-Pym 


4-Pym-CH 2 




1-1302 


3,4-diF-Ph 


2-MeNH-4-Pym 


5-Pym-CH 2 


30 


1-1303 


3,4-diF-Ph 


2-MeNH-4-Pym 


2-Pym-CH 2 




1-1304 


3-Cl-Ph 


2-MeNH-4-Pym 


H 2 N-CH 2 




1-1305 


3-Cl-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 2 


35 


1-1306 


3-Cl-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 3 




1-1307 


3-Cl-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 4 ! 




1-1308 


3-Cl-Ph 


2-MeNH-4-Pym 


MeNH-CH 2 


40 


1-1309 


3-Cl-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 2 




1-1310 


3-Cl-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 3 




1-1311 


3-Cl-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 4 


45 


1-1312 


3-Cl-Ph 


2-MeNH-4-Pym 


EtNH-CH 2 




1-1313 


3-Cl-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 2 




1-1314 


3-Cl-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 )3 


50 


1-1315 


3-Cl-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 )< 




1-1316 


3-Cl-Ph 


2-MeNH-4-Pym 


Me 2 N-CH 2 




1-1317 


3-Cl-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 2 


55 


1-1318 


3-Cl-Ph 


2-MeNH-4-Pym 


Me^CH^ 
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R 




1-1319 


3-Cl-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 4 




1-1320 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Azt-CH; 


10 


1-1321 


3-Cl-Ph 


2-McNH-4-Pym 


1-Azt-(CH 2 ): 




1-1322 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 3 


■ 


1-1323 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 4 


■ 

15 


1-1324 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Pyrd-CH 2 




1-1325 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 2 




1-1326 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 3 


20 


1-1327 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 )4 




1-1328 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Pip-CH 2 




1-1329 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ) 2 




1-1330 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ) 3 




1-1331 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 )4 




1-1332 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Mor-CH 2 


30 


1-1333 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 2 




1-1334 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 3 


- 


1-1335 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 4 i 


35 


1-1336 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Tmor-CH 2 




1-1337 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 2 




1-1338 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 3 


40 


1-1339 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 4 




1-1340 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Piz-CH 2 




1-1341 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 2 


45 


1-1342 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 3 




1-1343 


3-Cl-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




1-1344 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 4 


50 


1-1345 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Azt 




1-1346 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt 




1-1347 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Bn-3-Azt 


55 


1-1348 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Pyrd 
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R 
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1-1349 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd 




1-1350 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Pip 

* 


10 


1-1351 


3-Cl-Ph 


2-MeNH-4-Pym 


4-Pip 




1-1352 


3-Cl-Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 




1-1353 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 


15 


1-1354 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-1355 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Et-4-Pip 




1-1356 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Bn-4-Pip 


20 


1-1357 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Hpip 




1-1358 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip 




1-1359 


3-Cl-Ph 


2-McNH-4-Pym 


4-Hpip 


25 


1-1360 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-4-Hpip 




1-1361 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Mor 




1-1362 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor 


30 


1-1363 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Tmor 




1-1364 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor 




1-1365 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Piz 


35 


1-1366 


3-Cl-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz 




1-1367 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Piz 




1-1368 


3-Cl-Ph 


2-MeNH-4-Pym 


4-Pyr 


40 


1-1369 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Pyr ! 




1-1370 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Pyr 




1-1371 


3-Cl-Ph 


2-MeNH-4-Pym 


4-Pym 


45 


1-1372 


3-Cl-Ph 


2-MeNH-4-Pym 


5-Pym 




1-1373 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Pym 




1-1374 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Azt-CH 2 


50 


1-1375 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt-CH 2 




1-1376 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 




1-1377 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 


55 


1-1378 


3-Cl-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 
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1-1379 | 


3-Cl-Ph | 


2-McNH-4-Pym 


l-Me-4-Pip-CH 2 




1-1380 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Hpip-CH; 


10 


1-1381 j 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip-CH 2 




1-1382 ; 


3-Cl-Ph 


2-MeNH-4-Pym 


4-Hpip-GH 2 




1-1383 


3-Cl-Ph 


2-MeNH-4-Pym 


l.Me-4-Hpip-CH 2 


15 


1-1384 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Mor-CH 2 




1-1385 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor-CH: 




1-1386 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Tmor-CH; 


20 


1-1387 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor-CH: 




1-1388 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Piz-CH 2 




1-1389 


3-Cl-Ph 


2-McNH-4-Pym 


4-Me-l-Piz-CH 2 


25 


1-1390 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Piz-CH 2 




1-1391 


3-Cl-Ph 


2-MeNH-4-Pym 


4-Pyr-CH 2 




1-1392 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Pyr-CH 2 


30 


1-1393 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Pyr-CH 2 




1-1394 


3-Cl-Ph 


2-MeNH-4-Pym 


4-Pym-CH 2 




1-1395 


3-Cl-Ph 


2-MeNH-4-Pym 


5-Pym-CH 2 


35 


1-1396 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Pym-CH 2 




1-1397 


3-Cl-4-F-Ph 


4-Pyr 


H 2 N-(CH 2 ) 3 




1-1398 


3-Cl-4-F-Ph 


4-Pyr 


MeNH-(CH 2 ) 3 


40 


1-1399 


3-Cl-4-F-Ph 


4-Pyr 


EtNH-(CH 2 ) 3 




1-1400 


3-Cl-4-F-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 3 




1-1401 


3-Cl-4-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 


45 


1-1402 


3-Cl-4-F-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 3 




1-1403 


3-Cl-4-F-Ph 


4-Pyr 


1-Pip-(CH 2 ) 3 




1-1404 


3-Cl-4-F-Ph 


4-Pyr 


l-Mor-(CH 2 ) 3 


50 


1-1405 


3_Cr-4-F-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 3 




1-1406 


3-Cl-4-F-Ph 


4-Pyr 


1-Piz-(CH 2 ) 3 


• 


1-1407 


3-Cl-4-F-Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 


55 


1-1408 


3-Cl-4-F-Ph 


4-Pyr 


3-Azt 
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No. 


R 


R 


1 

i 
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R 




1-1409 


3-Cl-4-F-Ph 


4-Pyr 


l-Me-3-Azt 




1-1410 


3-Cl-4-F-Ph 


4-Pyr 


3-Pyrd 


10 


1-1411 


3-Cl-4-F-Ph 


4-Pyr 


l-Me-3-Pyrd 




1-1412 


3-Cl-4-F-Ph 


4-Pyr 


4-Pip 




1-1413 


3-Cl-4-F-Ph 


4-Pyr 


4-(3,4-deH-Pip) 


15 


1-1414 


3-Cl-4-F-Ph 


4-Pyr 


l-Me-4-Pip 




1-1415 


3-Cl-4-F-Ph 


4-Pyr 


l-Me-4-(3,4-deH-Pip) 




1-1416 


3-Cl-4-F-Ph 


4-Pyr 


1-Piz 


20 


1-1417 


3-Cl-4-F-Ph 


4-Pyr 


4-Me-l-Piz 




1-1418 


3-Cl-4-F-Ph 


4-Pyr 


4-Pyr 




1-1419 


3-Cl-4-F-Ph 


4-Pyr 


3-Pyr 


25 


1-1420 


3-Cl-4-F-Ph 


4-Pyr 


4-Pym 




1-1421 


3-Cl-4-F-Ph 


4-Pyr 


5-Pym 




1-1422 


3-Cl-4-F-Ph 


4-Pyr 


3-Pyrd-CH 2 


30 


1-1423 


3-Cl-4-F-Ph 


4-Pyr 


l-Me-3-Pyrd-CH 2 




1-1424 


3-Cl-4-F-Ph 


4-Pyr 


4-Pip-CH ; 




1-1425 


3-Cl-4-F-Ph 


4-Pyr 


l-Me-4-Pip-CH 2 


35 


1-1426 


3-Cl-4-F-Ph 


4-Pyr 


2-Piz-CH 2 




1-1427 


3-Cl-4-F-Ph 


4-Pyr 


4-Pyr-CH, 




1-1428 


3-Cl-4-F-Ph 


4-Pyr 


3-Pyr-CH 2 


40 


1-1429 


3-Cl-4-F-Ph 


4-Pyr 


4-Pym-CH 2 




1-1430 


3-Cl-4-F-Ph 


4-Pyr 


5-Pym-CH 2 




1-1431 


3-Cl-4-F-Ph 


4-Pyr 


2-Pym-CH 2 


45 


1-1432 


3,4,5-triF-Ph 


4-Pyr 


H 2 N-(CH 2 ) 3 n 




1-1433 


3,4,5-triF-Ph 


4-Pyr 


MeNH-(CH 2 ) 3 




1-1434 


3,4,5-triF-Ph 


4-Pyr 


EtNH-(CH 2 )i 


50 


1-1435 


3,4,5-triF-Ph 


4-Pyr 


Me 2 N-(CH 2 )3 




1-1436 


3,4,5-triF-Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 




1-1437 


3,4,5-triF-Ph 


4-Pyr 


1-Pyrd-{CH 2 ) 3 


55 


1-1438 


3,4,5-triF-Ph 


4-Pyr 


1-Pip-(CH 2 ) 3 
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1-1439 


3,4,5-triF-Ph 


4-Pyr 


l-Mor-(CH 2 ) 3 




1-1440 


3 ? 4,5-triF-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 3 


10 


1-1441 


3 T 4,5-triF-Ph 


4-Pyr 


l-Piz-(CH 2 )j 




1-1442 


3,4,5-triF-Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




1-1443 


3,4,5-triF-Ph 


4-PyT 


3-Azt - 


15 


1_1444 


3,4.5-triF-Ph 


4-Pyr 


l-Me-3-Azt 




1-1445 


3,4,5-triF-Ph 


4-Pyr 


3-Pyrd 




1-1446 


3,4,5-triF-Ph 


4-Pyr 


l-Me-3-Pyrd 


20 


1-1447 


3,4,5-triF-Ph 


4-Pyr 


4-Pip 




1-1448 


3,4,5-triF-Ph 


4-Pyr 


4-(3,4-deH-Pip) 




1-1449 


3,4,5-triF-Ph 


4-Pyr 


l-Me-4-Pip 


25 


1-1450 


3,4,5-triF-Ph 


4-Pyr 


l-Me-4-(3,4-deH-Pip) 




1-1451 


3,4,5-triF-Ph 


4-Pyr 


1-Piz 


— 


1-1452 


3,4,5-triF-Ph 


4-Pyr 


4-Me-l-Piz 




1-1453 


3,4,5-triF-Ph 


4-Pyr 


4-Pyr 




1-1454 


3,4,5-triF-Ph 


4-Pyr 


3-Pyr 




1-1455 


3,4,5-triF-Ph 


4-Pyr 


4-Pym 


35 


1-1456 


3,4,5-triF-Ph 


4-Pyr 


5-Pym 




1-1457 


3,4,5-triF-Ph 


4-Pyr 


3-Pyrd-CH 2 




1-1458 


3,4,5-triF-Ph 


4-Pyr 


l-Me-3-Pyrd-CH 2 


40 


1-1459 


3,4,5-triF-Ph 


4-Pyr 


4-Pip-CH 2 




1-1460 


3,4,5-triF-Ph 


4-Pyr 


l-Me-4-Pip-CH 2 




1-1461 


3,4,5-triF-Ph 


4-Pyr 


2-Piz-CH 2 


45 


1-1462 


3,4,5-triF-Ph 


4-Pyr 


4-Pyr-CH 2 




1-1463 


3,4,5-triF-Ph 


4-Pyr 


3-Pyr-CH 2 




1-1464 


3,4,5-triF-Ph 


4-Pyr 


4-Pym-CH 2 


50 


1-1465 


3,4,5-triF-Ph 


4-Pyr 


5-Pym-CH 2 




1-1466 


3,4,5-triF-Ph 


4-Pyr 


2-Pym-CH 2 




1-1467 


3-CF 3 -Ph 


4-Pyr 


H 2 N-(CH 2 ) 3 


55 


1-1468 


3-CF 3 -Ph . 


4-Pyr 


MeNH-(CH 2 ) 3 
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Compound 
No. 


R 


R- 


R 3 




1-1469 


3-CFj-Ph 


4-Pyr 


EtNH-(CH 2 ) 3 




1-1470 


3-CF 3 -Ph 


4-Pyr 


Me 2 N-(CH;b 


10 


1-1471 


3-CF 3 -Ph 


4-Pyr 


1-Azi-(CH 2 ) 3 




1-1472 


3-CF 3 -Ph 


4-Pyr 


l-P>Td-(CH 3 ) 3 




1-1473 


3-CF 3 -Ph 


4-Pyr 


1-Pip-(CH 2 ) 3 


15 


1-1474 


3-CF 3 -Ph 


4-Pyr 


l-Mor-(CH 2 ) 3 




1-1475 


3-CF 3 -Ph 


4-Pyr 


l-Tmor-(CH 2 ) 3 




1-1476 


3-CF 3 -Ph 


4-Pyr 


1-Piz-(CH 2 ) 3 


20 


1-1477 


3-CF 3 -Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




1-1478 


3-CF 3 -Ph 


4-Pyr 


3-Azt 




1-1479 


3-CF 3 -Ph 


4-Pyr 


l-Me-3-Azt 


25 


1-1480 


3-CF 3 -Ph 


4-Pyr 


3.Pyrd 




1-1481 


3-CF 3 -Ph 


4-Pyr 


l-Me-3-Pyrd 




1-1482 


3-CF 3 -Ph 


4-Pyr 


4-Pip 


30 


1-1483 


3-CF 3 -Ph 


4-Pyr 


4-(3,4-deH-Pip) 




1-1484 


3-CF 3 -Ph 


4-Pyr 


l-Me-4-Pip 




1-1485 


3-CF 3 -Ph 


4-Pyr 


l-Me-4-(3,4-deH-Pip) 


35 


1-1486 


3-CF 3 -Ph 


4-Pyr 


]-Piz 




1-1487 


3-CF 3 -Ph 


4-Pyr 


4-Me-l-Piz 




1-1488 


3-CF 3 -Ph 


4-Pyr 


4-Pyr 


40 


1-1489 


3-CF 3 -Ph 


4-Pyr 


3-Pyr 




1-1490 


3-CF 3 -Ph 


4-Pyr 


4-Pym 




1-1491 


3-CF 3 -Ph 


4-Pyr 


5-Pym 


45 


1-1492 


3-CF 3 -Ph 


4-Pyr 


3-Pyrd-CH 2 




1-1493 


3-CF 3 -Ph 


4-Pyr 


l-Me-3-Pyrd-CH 2 




1-1494 


3-CF 3 -Ph 


4-Pyr 


4-Pip-CH 2 


SO 


1-1495 


3-CF 3 -Ph 


4-Pyr 


l-Me-4-Pip-CH 2 




1-1496 


3-CF 3 -Ph 


4-Pyr 


2-Piz-CHj 




1-1497 


3-CF 3 -Ph 


4-Pyr 


4-Pyr-CH 2 


55 


1-1498 


3-CF 3 -Ph 


4-Pyr 


3-Pyr-CH 2 
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5 


Compound 


R 1 




R" 




1-1499 


3-CF 3 -Ph 


4-Pyr 


4-Pym-CH 2 




1-1500 


3-CF 3 -Ph 


4-Pyr 


5-Pym-CH 2 


10 


1-1501 


3-CF 3 -Ph 


4-Pyr 


2-Pym-CH 2 




1-1502 


3-CHF 2 0-Ph 


4-Pyr 


H 2 N-(CH 2 ) 3 




1-1503 


3-CHF 2 0-Ph 


4-Pyr 


MeNH-(CH 2 ) 3 


15 


1-1504 


3-CHF 2 0-Ph 


4-Pyr 


EtNH-(CH 2 ) 3 




1-1505 


3-CHF 2 0-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 3 




1-1506 


3-CHF 2 0-Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 


20 


1-1507 


3-CHF 2 0-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 3 




1-1508 


3-CHF 2 OPh 


4-Pyr 


1-Pip-(CH 2 ) 3 




1-1509 


3-CHF 2 OPh 


4-Pyr 


l-Mor-(CH 2 ) 3 


■ 

25 


1-1510 


3-CHF 2 0-Ph 


4-Pyr 


l-Tmor-(CH 2 )3 




1-1511 


3-CHF 2 0-Ph 


4-Pyr 


1-Piz-(CH 2 ) 3 


- 


1-1512 


3-CHF 2 0-Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 


30 


1-1513 


3-CHF 2 0-Ph 


4-Pyr 


3-Azt 




1-1514 


3-CHF 2 0-Ph 


4-Pyr 


l-Me-3-Azt 




1-1515 


3-CHF 2 0-Ph 


4-Pyr 


3-Pyrd 


35 


1-1516 


3-CHF 2 0-Ph 


4-Pyr 


l-Mc-3-Pyrd 




1-1517 


3-CHF 2 0-Ph 


4-Pyr 


4-Pip 




1-1518 


3-CHF 2 0-Ph 


4-Pyr 


4-(3,4-deH-Pip) 


40 


1-1519 


3-CHF 2 0-Ph 


4-Pyr 


l-Me-4-Pip 




1-1520 


3-CHF 2 0-Ph 


4-Pyr 


l-Me-4-(3,4-deH-Pip) 




1-1521 


3-CHF 2 0-Ph 


4-Pyr 


1-Piz 


45 


1-1522 


3-CHF 2 0-Ph 


4-Pyr 


4-Me-l-Piz 




1-1523 


3-CHF 2 OPh 


4-Pyr 


4-Pyr 




1-1524 


3-CHF 2 0-Ph 


4-Pyr 


3-Pyr 


50 


1-1525 


3-CHF 2 0-Ph 


4-Pyr 


4-Pym 




1-1526 


3-CHF 2 0-Ph 


4-Pyr 


5-Pym 




1-1527 


3-CHF 2 0-Ph 


4-Pyr 


3-Pyrd-CH 2 


55 


1-1528 


3-CHF 2 0-Ph 


4-Pyr 


l-Me-3-Pyrd-CH 2 
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Compound 

No. 


1 
\ 

; r 1 

> 

! 


R 2 


R 3 




1-1529 


3-CHF 2 0-Ph 


4-P>T 


4-Pip-CH 2 




1-1530 


J 3-CHF 2 0-Ph 


4-Pyr 


l-Me-4-Pip-CH 2 


10 


1-1531 


j 3-CHF?0-Ph 


4-Pyr 


2-Piz-CK 2 




1-1532 


3-CHFjO-Ph 


4-Pyr 


4-Pyr-CH 2 




1-1533 


3-CHF 2 0-Ph 


4-Pyr 


3-Pyr-CH 2 


15 


1-1534 


3-CHF 2 OPh 


4-Pyr 


4-Pvm-CH-> 




1-1535 


3-CHF 2 0-Ph 


4-Pyr 
* » * 


5-Pvrn-PH^ 

S X Jill V^ilj 




1-1536 


3-CHF 2 OPh 


4-Pyr 


2-Pvm-CH-> 


20 


1-1537 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


H^N-CCH-,^ 




1-1538 


3-C3-4-F-Ph 


2-NH 2 -4-Pym 






1-1539 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


EtNH-CCH^h 


25 


1-1540 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 






1-1541 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 






1-1542 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


3 -PvrcWCH^-i 


30 


1-1543 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 






1-1544 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 






1-1545 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-fCH-At 


35 


1-1546 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


1-Piz-fCH^ 




1-1547 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


4-Me- 1 -Piz-f CH^^ 




1-1548 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


3-Azt 


40 


1-1549 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


1 -Me-3-Azt 




1-1550 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


3-Pyrd 




1-1551 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


1 -Me-3-Pvrd 


45 


1-1552 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


4-Pip 




1-1553 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


A-O^deH-PiD^ 




1-1554 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip 


50 


1-1555 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-1556 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


1-Piz 




1-1557 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 


55 


1-1558 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


4-Pyr 
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5 


Compound 
No. 


R 1 


R- 






1-1559 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


3-Pyr 




1-1560 


3-Cl-4-F-Ph 


2-NH : -4-Pym 


4-Pym 


10 


1-1561 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


5-Pym 




1-1562 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


3-Pyrd-CH 2 




1-1563 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd-CH 2 


15 


1-1564 


3-Cl-4-F-Ph 


2-NH : -4-Pym 


4-Pip-CH 2 •" 




1-1565 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip-CH 2 




1-1566 


3-Cl-4-F-Ph 


2-NH : -4-Pym 


2-Piz-CH 2 


20 


1-1567 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


4-Pyr-CH 2 




1-1568 


3-Cl-4-F-Ph 


2-NH : -4-Pym 


3-Pyr-CH 2 




1-1569 


3-Cl-4-F-Ph 


2-NH : -4-Pym 


4-Pym-CH 2 


25 


1-1570 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


5-Pym-CH 2 




1-1571 ' 


3_Cl-4-F-Ph 


2-NH 2 -4-Pym 


2-Pym-CH 2 


- 


1-1572 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 ) 3 


30 


1-1573 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 3 




1-1574 


3,4,5-triF-Ph 


2-KH : -4-Pym 


EtNH-(CH 2 ) 3 


._. 


1-1575 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 3 


35 


1-1576 


3,4,5-triF-Ph 


2-NH 2 -4-Pym . 


1-Azt-(CH 2 ) 3 




1-1577 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 3 




1-1578 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 3 


40 


1-1579 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 3 




1-1580 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 3 




1-1581 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 3 . 


45 


1-1582 


3,4,5-triF-Ph 


2-NH r 4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




1-1583 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


3-Azt 




1-1584 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt 


50 


1-1585 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


3-Pyrd 




1-1586 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd 




1-1587 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


4-Pip 


55 


1-1588 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


4-(3,4-deH-Pip) 
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Compound 

No. 




R 2 


R 3 




1-1589 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip 




1-1590 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) 


10 


1-1591 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


1-Piz 




1-1592 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 




j 1-1593 


3,4,5-triF-Ph 


2-NH : -4-Pym 


4-Pyr 


15 


1-1594 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


3-Pvr 




1-1595 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


4-Pym 




1-1596 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


5-Pym 


20 


1-1597 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


3-Pyrd-CH 2 




1-1598 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pvrd-CH? 




1-1599 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


4-Pip-CH 2 


25 


1-1600 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


l-Me-4-Pio-CH-) 




1-1601 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


2-Piz-CH? 




1-1602 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


4-Pyr-CH 2 


30 


1-1603 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


3-Pyr-CH 2 




1-1604 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


4-Pvm-CH? 




1-1605 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


5-Pym-CH 2 


35 


1-1606 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


2-Pym-CH 2 




1-1607 


3-CF 3 -Ph 


2-NH 2 -4-Pym 






1-1608 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


MeNH-{CH 2 )3 


40 


1-1609 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


EtNH-fCHi)i 




1-1610 


3-CF 3 -Ph 


2-NH 2 -4-Pym 






1-1611 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


1-Azt-(CH?^ 


45 


1-1612 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


l-Pyrd-fCH^Vi 




1-1613 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 K 




1-1614 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 3 


50 


1-1615 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH2)3 




1-1616 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 3 




1-1617 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-(CH2)3 


55 


1-1618 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


3-Azt 
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Compound 

No. 


R 1 


R 2 


R 3 




1-1619 


3-CFj-Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt 




1-1620 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


3-Pyrd 


10 


1-1621 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd 




1-1622 


3-CFj-Ph 


2-NH 2 -4-Pym 


4-Pip 




1-1623 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


4-(3,4-deH-Pip) 


15 


1-1624 


3-OVPh 


2-NH 2 -4-Pym 


l-Me-4-Pip 




1-1625 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-1626 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


1-Piz 


20 


1-1627 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 




1-1628 


3-CFj-Ph 


2-NH 2 -4-Pym 


4-Pyr 




1-1629 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


3-Pyr 


25 


1-1630 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


4-Pym 




1-1631 


3-CF 3 -Pb 


2-NH 2 -4-Pym 


5-Pym 




1-1632 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


3-Pyrd-CH 2 


30 


1-1633 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd-CH 2 




1-1634 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


4-Pip-CH 2 




1-1635 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip-CH 2 


35 


1-1636 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


2-Piz-CH 2 




1-1637 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


4-Pyr-CH 2 




1-1638 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


3-Pyr-CH 2 


40 


1-1639 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


4-Pym-CH 2 




1-1640 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


5-Pym-CH 2 




1-1641 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


2-Pym-CH 2 


45 


1-1642 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 ) 3 




1-1643 


3-CHF 2 OPh 


2-NH 2 -4-Pym . 


MeNH-(CH 2 ) 3 




1-1644 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 )3 


50 


1-1645 


3-CHF 2 OPh 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 3 




1-1646 


3-CHF 2 0-Ph 


2-NH:-4-Pym 


1-Azt-(CH 2 ) 3 




1-1647 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym ' 


1-Pyrd-(CH 2 ) 3 


55 


1-1648 


3-CHF 2 OPh 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 3 



79 
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COTTTDOlind 

No. 


TV 1 

R ! 


1 

R- 


R 5 




1-1649 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) : , 




1-1650 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


j l-Tmor-(CH 2 ) 2 


10 


1-1651 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


| 1-Piz-(CH 2 ) 3 




1-1652 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




1-1653 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


3-Azt 


15 


1-1654 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt 




1-1655 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


3-Pyrd 




1-1656 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd 


20 


1-1657 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


4-Pip 




1-1658 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


4-(3,4-deH-Pip) 




1-1659 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip 


25 


1-1660 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-1661 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


1-Piz 




1-1662 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 


30 


1-1663 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


4-Pyr 




1-1664 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


3-Pyr 




1-1665 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


4-Pym 


35 


1-1666 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


5-Pym 




1-1667 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


3-Pyrd-CH 2 




1-1668 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd-CH 2 


40 


1-1669 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


4-Pip-CH 2 




1-1670 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip-CH 2 




1-1671 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


2-Piz-CH 2 


45 


1-1672 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


4-Pyr-CH 2 




1-1673 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


3-Pyr-CH 2 




1-1674 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


4-Pym-CH 2 


50 


1-1675 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


5-Pym-CH 2 




1-1676 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


2-Pym-CH 2 




1-1677 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 3 


55 


1-1678 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 3 



80 
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5 


Compound 

No. 


R 1 




R 3 




1-1679 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 )3 


i 


1-1680 


3-Cl^-F-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 3 


10 


1-1681 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Azt-(CH 2 )j 






1-1682 


3.Cl-4-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 3 | 




1-1683 


3_Cl-4-F-Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ) 3 


15 


1-1684 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 3 




1-1685 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 3 




1-1686 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 3 


20 


1-1687 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-(CH 2 )3 




1-1688 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


3-Azt 




1-1689 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt 


25 


1-1690 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


3-Pyrd . 




1-1691 


3.Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Mc-3-Pyrd 




1-1692 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Pip 


30 


1-1693 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 




1-1694 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 




1-1695 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 


35 


1-1696 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


1-Piz 




1-1697 


3 -Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz 




1-1698 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Pyr 


40 


1-1699 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


3-Pyr 




1-1700 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Pym 




1-1701 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


5-Pym 


45 


1-1702 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 




1-1703 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 




1-1704 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 


50 


1-1705 


3.d-4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip-CH 2 




1-1706 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


2-Piz-CH 2 




1-1707 


3-Cl-4-F-Ph 


2-McNH-4-Pym 


4-Pyr-CH 3 


55 


1-1708 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


3-Pyr-CH 2 . 
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5 


Compound 

No. 


R 1 


R- 


R 3 




1-1709 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


i 4-Pym-CH 2 

i 




1-1710 


3-CM-F-Ph 


2-MeNH-4-Pym 


j S-Pym-CH 2 


10 


1-1711 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


; 2-Pym-CH : 




1-1712 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


i H 2 N-(CH 2 ) 3 




1-1713 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


! MeNH-(CH 2 ) 3 


15 


1-1714 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 3 




1-1715 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 3 




1-1716 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 3 


20 


1-1717 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 3 




1-1718 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ) 3 




1-1719 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 3 


25 


1-1720 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 3 




1-1721 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 3 




1-1722 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 


30 


1-1723 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


3-A2I 




1-1724 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt 




1-1725 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


3-Pyrd 


35 


1-1726 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd 




1-1727 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


4-Pip 




1-1728 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 


40 


1-1729 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 




1-1730 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-1731 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


l-Piz 


45 


1-1732 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz 




1-1733 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


4-Pyr 




1-1734 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


3-Pyr 


50 


1-1735 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


4-Pym 




1-1736 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


5-Pym 




1-1737 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 


55 


1-1738 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 



82 
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5 


Compound 

No. 


R 1 




R ? 




1-1739 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 




1-1740 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip-CH 2 


10 


1-1741 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


2-Piz-CH 2 




1-1742 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


4-Pyr-CH 2 




1-1743 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


3-Pyr-CH 2 


15 


1-1744 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


4-Pym-CHi 




1-1745 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


5-Pym-CH: 




1-1746 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


2-Pym-CH 2 


20 


1-1747 


3-CF 3 -Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 3 




1-1748 


3-CF 3 -Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 3 




1-1749 


3-CF 3 -Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 3 


25 


1-1750 


3-CF 3 -Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 3 




1-1751 


3-CF 3 -Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 3 




1-1752 


3-CF 3 -Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 3 


30 


1-1753 


3-CF 3 -Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ) 3 




1-1754 


3-CF 3 -Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 3 




1-1755 


3-CF 3 -Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 3 


35 


1-1756 


3-CF 3 -Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 3 




1-1757 


3-CF 3 -Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




1-1758 


3-CF 3 -Ph 


2-MeNH-4-Pym 


3-Azt 


40 


1-1759 


3-CF 3 -Ph 


2-MeNH-4-Pym 


l-Me-3-Azt 




1-1760 


3-CF 3 -Ph 


2-MeNH-4-Pym 


3-Pyrd 




1-1761 


3-CF 3 -Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd 


45 


1-1762 


3-CF 3 -Ph 


2-MeNH-4-Pym 


4-Pip 




1-1763 


3-CFj-Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 




1-1764 


3-CF 3 -Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 


50 


1-1765 


3-CF 3 -Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-1766 


3-CF 3 -Ph 


2-MeNH-4-Pym 


1-Piz 




1-1767 


3-CF 3 -Ph 


2-MeNH-4-Pym 


4-Me-l-Piz 


55 


1-1768 


3-CFj-Ph 


2-MeNH-4-Pym 


4-Pyr 
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Compound 

No. 


R 1 


R 2 


R 3 




1-1769 


3-CF 3 -Ph 


2-MeNH-4-Pym 


3-Pvr 




1-1770 


3-CF,-Ph 


2-MeNH-4-Pym 


4-Pvm 


10 


1-1771 


3-CF 3 -Ph 


2-MeNH-4-Pym 


5-Pym 




1-1772 


3-CFj-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 




1-1773 


3-CFj-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 


15 


1-1774 


3-CFj-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 




1-1775 


3-CF 3 -Ph 


2-MeNH-4-Pym 


l-Me-4-Pip-CH 2 




1-1776 


3-CFj-Ph 


2-MeNH-4-Pym 


2-Piz-CH: 


20 


1-1777 


3-CF 3 -Ph 


2-MeNH-4-Pym 


4-Pyr-CH: 




1-1778 


3-CF 3 -Ph 


2-MeNH-4-Pym 


3-Pyr-CH-> 




1-1779 


3-CF 3 -Ph 


2-MeNH-4-Pym 


4-Pvm-CH? 


25 


1-1780 


3-CF 3 -Ph 


2-MeNH-4-Pym 


5-Pvm-CH? 




1-1781 


3-CF 3 -Ph 


2-MeNH-4-Pym 


2-Pvm-CHo 




1-1782 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 




30 


1-1783 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


MeNH-fCH?)* 




1-1784 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


EtNH-fCH?^ 




1-1785 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


Me^N-fCH^ 1 


35 


1-1786 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 >3 




1-1787 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 






1-1788 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 




40 


1-1789 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 3 




1-1790 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


l-Tmor-fCH^ 




1-1791 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 3 


45 


1-1792 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


4~Me- 1 -Piz-(CH->Vi 




1-1793 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


3-Azt 




1-1794 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt 


50 


1-1795 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


3-Pyrd 




1-1796 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd 




1-1797 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


4-Pip 


55 


1-1798 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 



84 
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5 


Compound 
No. 


R' 


R 2 


R 3 




1-1799 


3-CHF 2 OPh 


2-MeNH-4-Pym 


l-Me-4-Pip 




1-1800 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 


10 


1-1801 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


1-Piz 




1-1802 


3-CHF 2 OPh 


2-MeNH-4-Pym 


4-Me-l-Piz 




1-1803 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 




15 


1-1804 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


3-Pyr 




1-1805 


3-CHF 2 OPh 


2-MeNH-4-Pym 


4-Pym 




1-1806 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


5-Pym 


20 


1-1807 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 


1-1808 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 




1-1809 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 


25 


1-1810 


3-CHF 2 OPh 


2-MeNH-4-Pym 


l-Me-4-Pip-CH 2 




1-1811 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


2-Piz-CH 2 




1-1812 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


4-Pyr-CH 2 


30 


1-1813 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


3-Pyr-CH 2 




1-1814 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


4-Pym-CH 2 




1-1815 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


5-Pym-CH 2 


35 


1-1816 


3-CHF 2 0-Ph 


2-McNH-4-Pym 


2-Pym-CH 2 




i-mi 


Ph 


2-NH 2 -4-Pyr 


H 2 N-(CH 2 ) 3 




1-1818 


Ph 


2-NH 2 -4-Pyr 


MeNH-(CH 2 ) 3 


40 


1-1819 


Ph 


2-NH 2 -4-Pyr 


EtNH-(CH 2 ) 3 




1-1820 


Ph 


2-NH 2 -4-Pyr 


Me 2 N-(CH 2 ) 3 




1-1821 


Ph 


2 -NH 2 -4-Pyr 


1-Azt-(CH 2 ) 3 


45 


1-1822 


Ph 


2-NH 2 -4-Pyr 


1-Pyrd-(CH 2 ) 3 




1-1823 


Ph 


2-NH 2 -4-Pyr . 


1-Pip-(CH 2 ) 3 




1-1824 


Ph 


2-NH 2 -4-Pyr 


l-Mor-(CH 2 ) 3 


SO 


1-1825 


Ph 


2-NH 2 -4-Pyr . 


l-Tmor-(CH 2 )3 




1-1826 


Ph 


2-NH 2 -4-Pyr 


1-Piz-(CH 2 )3 




1-1827 


Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz-(CH 2 )3 


55 


1-1828 


Ph 


2-NH 2 -4-Pyr 


3-Azt 
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Compound 


K 


-> 

R' 


R 3 


5 


No. 










1-1829 


Ph 


2-NH2-4-Pyr 


l-Me-3-Azt 




1-1830 


Ph 


2-NH 2 -4-P>t 


3-Pyrd 


10 


1-1831 


Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pyrd 




1-1832 


Ph 


2-NH 2 -4-Pyr 


4-Pip 




1-1833 


Ph 


2-NH 2 -4-Pyr 


4-(3,4-deH-Pip) 


15 


1-1834 


Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip 




1-1835 


Ph 


2-NH 2 -4-Pyr 


l-Me-4-(3,4-deH-Pip) 




1-1836 


Ph 


2-NH 2 -4-Pyr 


1-Piz 


20 


1-1837 


Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz 




1-1838 


Ph 


2-NH 2 -4-Pyr 


4-Pyr 




1-1839 


Ph 


2-NH 2 -4-Pyr 


3-Pyr 


25 


1-1840 


Ph 


2-NH 2 -4-Pyr 


4-Pym 




1-1841 


Ph 


2-NH 2 -4-Pyr 


5-Pym 




1-1842 


Ph 


2-NH 2 -4-Pyr 


3-Pyrd-CH 2 


30 


1-1843 


Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pyrd-CH 2 




1-1844 


Ph 


2-NH 2 -4-Pyr 


4-Pip-CH 2 




1-1845 


Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip-CH 2 


35 


1-1846 


Ph 


2-NH 2 -4-Pyr 


2-Piz-CH 2 




1-1847 


Ph 


2-NH 2 -4-Pyr 


4-Pyr-CH 2 




1-1848 


Ph 


2-NH 2 -4-Pyr 


3-Pyr-CH 2 


40 


1-1849 


Ph 


2-NH 2 -4-Pyr 


4-Pym-CH 2 




1-1850 


Ph 


2-NH 2 -4-Pyr 


5-Pym-CH 2 




1-1851 


Ph 


2-NH 2 -4-Pyr 


2-Pym-CH 2 n 


45 


1-1852 


4-F-Ph 


2-NH 2 -4-Pyr 


H 2 N-(CH 2 ) 3 




1-1853 


4-F-Ph 


2-NH 2 -4-Pyr 


MeNH-(CH 2 ) 3 




1-1854 


4-F-Ph 


2-NH 2 -4-Pyr 


EtNH-(CH 2 ) 3 


50 


1-1855 


4-F-Ph 


2-NH 2 -4-Pyr 


Me 2 N-(CH 2 ) 3 




1-1856 


4-F-Ph 


2-NH 2 -4-Pyr 


1-Azt-(CH 2 ) 3 




1-1857 


4-F-Ph 


2-NH 2 -4-Pyr 


1-Pyrd-(CH 2 ) 3 


55 


1-1858 


4-F-Ph 


2-NH 2 -4-Pyr 


1-Pip-(CH 2 ) 3 



86 
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R 


R 


T> 3 


5 


No. 










1-1859 


4-F-Ph 


2-NH : -4-Pyr 


l-Mor-(CH 2 ) 3 




1-1860 


4-F-Ph 


2-NH;-4-Pyr 


l-Tmor-(CH 2 )3 


10 


1-1861 


4-F-Ph 


2-NH 2 -4-Pyr 


1-Piz-(CH 2 ) 3 




1-1862 


4-F-Ph 


2-NH : -4-Pyr . 


4-Me-l-Piz-(CH 2 ) 3 




1-1863 


4-F-Ph 


2-NH : -4-Pyr 


3-Azt 


15 


1-1864 


4-F-Ph 


2-NH 2 -4-Pyr . 


l-Me-3-Azt 




1-1865 


4-F-Ph 


2-NH : -4-Pyr ■ 


3-Pyrd 




1-1866 


4-F-Ph 


2-NH : -4-Pyr 


l-Me-3-Pyrd 


20 


1-1867 


4-F-Ph 


2-NH : -4-Pyr 


4-Pip 




1-1868 


4-F-Ph 


2-NH : -4-Pyr 


4-(3,4-deH-Pip) 




1-1869 


4-F-Ph 


2-NH : -4-Pyr 


l-Me-4-Pip 


25 


1-1870 


4-F-Ph 


2-NH 2 -4-Pyr 


l.Me-4-(3,4-deH-Pip) 




1-1871 


4-F-Ph 


2-NH 2 -4-Pyr 


1-Piz 




1-1872 


4-F-Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz 


30 


1-1873 


4-F-Ph 


2-NH 2 -4-Pyr 


4-Pyr 




1-1874 


4-F-Ph 


2-NH 2 -4-Pyr 


j 3-Pyr 




1-1875 


4-F-Ph 


2-NH 2 -4-Pyr'. 


| 4-Pym 


35 


1-1876 


4-F-Ph 


2-NH 2 -4-Pyr 


j 5-Pym 




1-1877 


4-F-Ph 


2-NH 2 -4-Pyr 


! 3-Pyrd-CH 2 

1 




1-1878 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pyrd-CH 2 


40 


1-1879 


4-F-Ph 


2-NH 2 -4-Pyr 


4-Pip-CH 2 




1-1880 


4-F-Ph 


2-NH 2 -4-Pyr 


1 l-Me-4-Pip-CH 2 




1-1881 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Piz-CH 2 


45 


1-1882 


4-F-Ph 


2-NH 2 -4-Pyr 


| 4-Pyr-CH 2 




1-1883 


4-F-Ph 


2-NH 2 -4-Pyr . 


1 3-Pyr-CH 2 




1-1884 


4-F-Ph 


2-NH 2 -4-Pyr 


4-Pym-CH 2 


SO 


1-1885 


4-F-Ph 


2-NH 2 -4-Pyr 


5-Pym-CH 2 




1-1886 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Pym-CH 2 




1-1887 


3-F-Ph 


2-NH 2 -4-Pyr 


H 2 N-(CH 2 ) 3 


55 


1-1888 


3-F-Ph 


2-NH 2 -4-Pyr 


MeNH-(CH 2 ) 3 
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Compound 

No. 


R 


R 


R 3 




1-1889 


3-F-Ph 


2-NH 2 -4-Pyr 


EtNH-(CH 2 ) 3 




1-1890 


3-F-Ph 


2-NH 2 -4-Pyr 


Me2N-(CH 2 ) 3 


10 


1-1891 


3-F-Ph 


j 2-NH 2 -4-Pyr 


1-Azt-(CH 2 ) 3 




1-1892 


3-F-Ph 


2-NH 2 -4-Pyr 


1-Pyrd-(CH 2 ) 3 




1-1893 


3-F-Ph 


2-NH 2 -4-Pyr 


1-Pip-(CH 2 ) 3 


15 


1-1894 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Mor-(CH 2 ) 3 




1-1895 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Tmor-(CH 2 ) 3 




1-1896 


3-F-Ph 


2-NH 2 -4-Pyr 


1-Piz-(CH 2 ) 3 


SO 


1-1897 


3-F-Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz-(CH 2 )-, 




1-1898 


3-F-Ph 


2-NH 2 -4-Pyr 


3-Azt 




1-1899 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Azt ""- 


25 


1-1900 


3-F-Ph 


2-NH 2 -4-Pyr 


3-Pyrd 




1-1901 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pyrd 




1-1902 


3-F-Ph 


2-NH2-4-Pyr 


4-Pip 


30 


1-1903 


3-F-Ph 


2-NH2-4-Pyr 


4-(3,4-deH-Pip) 




1-1904 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip 




1-1905 


3-F-Ph 


2-NH 2 -4-Pyr 


1 -Me-4-(3 ,4-deH-Pip) 


35 


1-1906 


3-F-Ph 


2-NH 2 -4-Pyr 


1-Piz 




1-1907 


3-F-Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz 




1-1908 


3-F-Ph 


2-NH 2 -4-Pyr 


4-Pyr 


40 


1-1909 


3-F-Ph 


2-NH 2 -4-Pyr 


3-Pyr 




1-1910 


3-F-Ph 


2-NH 2 -4-Pyr 


4-Pym 




1-1911 


3-F-Ph 


2-NH 2 -4-Pyr 


5-Pym 


45 


1-1912 


3-F-Ph 


2-NH 2 -4-Pyr 


3-Pyrd-CH 2 




1-1913 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pyrd-CH 2 




1-1914 


3-F-Ph 


2-NH 2 -4-Pyr 


4-Pid-CHt 


SO 


1-1915 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip-CH 2 




1-1916 


3-F-Ph 


2-NH 2 -4-Pyr 


2-Piz-CH 2 




1-1917 


3-F-Ph 


2-NH 2 -4-Pyr 


4-Pyr-CH 2 


55 


1-1918 


3-F-Ph 


2-NH 2 -4-Pyr | 


3-Pyr-CH 2 
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R 


5 


No. 










1-1919 


3-F-Ph 


2-NH 2 -4-Pyr 


4-Pym-CH 2 




1-1920 


3-F-Ph 


2-NH 2 -4-Pyr 


5-Pym-CH 2 


10 


1-1921 


3-F-Ph 


2-NH 2 -4-Pyr 


2-Pym-CH 2 




1-1922 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


H 2 N-(CH 2 ) 3 




1-1923 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


MeNH-(CH 2 ) 3 ■ 


15 


1-1924 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


EtNH-(CH 2 ) 3 




1-1925 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


Me 2 N-(CH 2 ) 3 




1-1926 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


1-Azt-(CH 2 ) 3 


20 


1-1927 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


1-Pyrd-(CH 2 ) 3 




1-1928 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


1-Pip-(CH 2 ) 3 




1-1929 


374-diF-Ph - 


2-NH 2 -4-Pyr 


l-Mor-(CH 2 ) 3 


25 


1-1930 


"3^-diF-Ph 


2-NH 2 -4-Pyr - 


l-Tmor-(CH 2 ) 3 




1-1931 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


1-Piz-(CH 2 ) 3 




1-1932 


~3~4"3TiF-Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 


30 


1-1933 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


3-Azt 




1-1934 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Azt 




1-1935 


3,4-diF-Ph 


2-NH 2 -4-Pyr" 


3-Pyrd 


35 


1-1936 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pyrd 




1-1937 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-Pip 




1-1938 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-(3,4-deH-Pip) 


40 


1-1939 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip 




1-1940 


3,4-diF-Ph 


2-NH 2 -4-PyT 


l-Me-4-(3,4-deH-Pip) 




1-1941 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


1-Piz 


45 


1-1942 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz 




1-1943 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-Pyr 




1-1944 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


3-Pyr 


50 


1-1945 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-Pym j 




1-1946 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


5-Pym 




1-1947 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


3-Pyrd-CH 2 ; 


55 


1-1948 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pyrd-CH 2 
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R 2 


R 3 




I -1949 


3,4-diF-Ph 


2-NH 2 -4-P >T 


4-Pip-CH 2 




1-1950 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip-CH 2 


10 


1-1951 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


2-Piz-CH 2 




1-1952 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-Pyr-CH 2 




1-1953 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


3-Pyr-CH 2 




1-1954 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-Pym-CH 2 




1-1955 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


5-Pvm-CHi 

+r A fill 1^ 




1-1956 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


2-Pvm-CH? 


20 


1-1957 


3-Cl-Ph 


2-NH 2 -4-Pyr 






1-1958 


3-Cl-Ph 


2-NH 2 -4-Pyr 


MeNH-fCH^ 




1-1959 


3-Cl-Ph 


2-NH 2 -4-Pyr 


*—>*~l ill ^ > — - X X£ j j 


25 


1-1960 


3-Cl-Ph 


2-NH 2 -4-Pyr 


Me>N-fCH->)i 




1-1961 


3-Cl-Ph 


2-NH 2 -4-Pyr 


l-Azt-fCH?^ 




1-1962 


3-Cl-Ph 


2-NH 2 -4-Pyr 


l-Pvrd-fCtbVi 


30 


1-1963 


3-Cl-Ph 


2-NH 2 -4-Pyr 


1 -Pio-f CH^* 




1-1964 


3-Cl-Ph 


2-NH 2 -4-Pyr 


l-Mor-fCH?V 




1-1965 


3-Cl-Ph 


2-NH 2 -4-Pyr 


l-Tmor-CCH^ 


35 


1-1966 


3-Cl-Ph 


2-NH 2 -4-Pyr 


1-Piz-fCH^V* 




1-1967 


3-Cl-Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz-fCFMi 




1-1968 


3-Cl-Ph 


2-NH 2 -4-Pyr 


3-Azt 


40 


1-1969 


3-Cl-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Azt 




1-1970 


3-Cl-Ph 


2-NH 2 -4-Pyr 


3-Pyrd 




1-1971 


3-Cl-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pvrd 


45 


1-1972 


3-Cl-Ph 


2-NH 2 -4-Pyr 


4-Pip 




1-1973 


3-Cl-Ph 


2-NH 2 -4-Pyr 


4-(3,4-deH-Pip) 




1-1974 


3-Cl-Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip 


50 


1-1975 


3-Cl-Ph 


2-NH 2 -4-Pyr 


l-Me-4-(3,4-deH-Pip) 




1-1976 


3-Cl-Ph 


2-NH 2 -4-Pyr 


1-Piz 




1-1977 


3-Cl-Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz 


55 


1-1978 


3-Cl-Ph 


2-NH 2 -4-Pyr 


4-Pyr 
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Compound 
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R 1 


R 


T>3 

R 




1-1979 


3-Cl-Ph 


2-NH 2 -4-Pyr 


3-Pyr 




1-1980 


3-Cl-Ph 


2-NH 2 -4-Pyr 


4-Pym 


10 


1-1981 


3-Cl-Ph 


2-NH 2 -4-Pyr 


5-Pym 




1-1982 


3-Cl-Ph 


2-NH 2 -4-Pyr 


3-Pyrd-CH 2 




1-1983 


3-Cl-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pyrd-CH 2 


15 


1-1984 


3-Cl-Ph 


2-NH 2 -4-Pyr 


4-Pip-CH 2 




1-1985 


3-Cl-Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip-CH 2 




1-1986 


3-Cl-Ph 


2-NH 2 -4-Pyr 


2-Piz-CH 2 


20 


1-1987 


3-Cl-Ph 


2-NH 2 -4-Pyr 


4-Pyr-CH 2 




1-1988 


3-Cl-Ph 


2-NH : -4-Pyr 


3-Pyr-CH 2 




1-1989 


3-Cl-Ph 


2-NH 2 -4-Pyr 


4-Pym-CH 2 


25 


1-1990 


3-Cl-Ph 


2-NH 2 -4-Pyr 


5-Pym-CH 2 




1-1991 


3-Cl-Ph 


2-NH 2 -4-Pyr 


2-Pym-CH 2 




1-1992 


Ph 


2-MeNH-4-Pyr 


H 2 N-(CH 2 )3 


30 


1-1993 


Ph 


2-MeNH-4-Pyr 


MeNH-(CH 2 ) 3 




1-1994 


Ph 


2-McNH-4-Pyr 


EtNH-(CH 2 ) 3 




1-1995 


Ph 


2-MeNH-4-Pyr 


Me 2 N-(CH 2 ) 3 


35 


1-1996 


Ph 


2-MeNH-4-Pyr 


1-Azt-(CH 2 ) 3 




1-1997 


Ph 


2-MeNH-4-Pyr 


1-Pyrd-(CH 2 )3 




1-1998 


Ph 


2-MeNH-4-Pyr 


1-Pip-(CH 2 )3 


40 


1-1999 


Ph 


2-MeNH-4-Pyr 


l-Mor-(CH 2 ) 3 




1-2000 


Ph 


2-MeNH-4-Pyr 


l-Tmor-(CH 2 ) 3 




1-2001 


Ph 


2-MeNH-4-Pyr 


1-Piz-(CH 2 ) 3 


45 


1-2002 


Ph 


2-MeNH-4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




1-2003 


Ph 


2-MeNH-4-Pyr 


3-Azt 




1-2004 


Ph 


2-MeNH-4-Pyr 


l-Me-3-Azt 


50 


1-2005 


Ph 


2-MeNH-4-Pyr 


3-Pyrd 




1-2006 


Ph 


2-MeNH-4-Pyr 


l-Me-3-Pyrd 




1-2007 


Ph 


2-MeNH-4-Pyr 


4-Pip 


55 


1-2008 


Ph 


2-MeNH-4-Pyr 


4-(3,4-deH-Pip) 
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R 2 
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5 


No. 










1-2009 


Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip 




1-2010 


Ph 


2-MeNH-4-Pyr 


l-Me-4-(3,4-deH-Pip) 


10 


1-2011 


Ph 


2-MeNH-4-Pyr 


1-Piz 




1-2012 


Ph 


2-MeNH-4-Pyr 


4-Me-l-Piz 




1-2013 


Ph 


2-MeNH-4-Pyr 


4-Pyr 


15 


1-2014 


Ph 


2-MeNH-4-Pyr 


3-Pyr 




1-2015 


Ph 


2-MeNH-4-Pyr 


4-Pym 




1-2016 


Ph 


2-MeNH-4-Pyr 


5-Pym 


20 


1-2017 


Ph 


2-MeNH-4-Pyr 


3-Pyrd-CH 2 




1-2018 


Ph 


2-MeNH-4-Pyr 


! l-Me-3-Pyrd-CH^ 




1-2019 


Ph 


2-MeNH-4-Pyr 


4-Pip-CH 2 


25 


1-2020 


Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip-CH 2 




1-2021 


Ph 


2-MeNH-4-Pyr 


2-Piz-CH 2 




1-2022 


Ph 


2-MeNH-4-Pyr 


4-Pyr-CH 2 


30 


1-2023 


Ph 


2-MeNH-4-Pyr 


3-Pyr-CH 2 




1-2024 


Ph 


2-MeNH-4-Pyr 


4-Pym-CH 2 




1-2025 


Ph 


2-MeNH-4-Pyr 


5-Pym-CH 2 


35 


1-2026 


Ph 


2-MeNH-4-Pyr 


2-Pym-CH 2 




1-2027 


4-F-Ph 


2-MeNH-4-Pyr 


H 2 N-(CH 2 ) 3 




1-2028 


4-F-Ph 


2-MeNH-4-Pyr 


MeNH-(CH 2 )3 


40 


1-2029 


4-F-Ph 


2-MeNH-4-Pyr 


EtNH-(CH 2 ) 3 




1-2030 


4-F-Ph 


2-MeNH-4-Pyr 


Me 2 N-(CH 2 ) 3 




1-2031 


4-F-Ph 


2-MeNH-4-Pyr 


1-Azt-(CH 2 ) 3 


45 


1-2032 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pyrd-(CH 2 ) 3 




1-2033 


4-F-Ph 


2-MeNH-4-Pyr 


1-Pip-(CH 2 ) 3 




1-2034 


4-F-Ph 


2-MeNH-4-Pyr 


l-Mor-(CH 2 ) 3 


50 


1-2035 


4-F-Ph 


2-McNH-4-Pyr 


l-Tmor-(CH 2 ) 3 




1-2036 


4-F-Ph 


2-MeNH-4-Pyr 


1-Piz-(CH 2 ) 3 




1-2037 


4-F-Ph 


2-MeNH-4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 


55 


1-2038 


4-F-Ph 


2-MeNH-4-Pyr 


3-Azt 
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! 

R 1 


R 2 


R 


5 












1-2039 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-3-Azt 




1-2040 


4-F-Ph 


2-MeNH-4-Pyr 


3-Pyrd 


10 


1-2041 


4-F-Ph 


2-MeNH-4-Pyr 


] -Me-3-Pyrd 




1-2042 


4-F-Ph 


2-MeNH^l-Pyr 


4-Pip 




1 -2043 


4-F-Ph 


2-MeNH-4-Pyr 


4-(3,4-deH-Pip) 


15 


1-2044 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip 




1 -2045 


4-F-Ph 


2-McNH-4-Pyr 


l-Me-4-(3,4-deH-Pip) 




1-2046 


4-F-Ph 


2-MeNH-4-Pyr 


1-Piz 


20 


1-2047 


4-F-Ph 


2-MeNH-4-Pyr 


4-Me-l-Piz 




1-2048 


4-F-Ph 


2-MeNH-4-Pyr 


4-Pyr 




1-2049 


4-F-Ph 


2-MeNH-4-Pyr 


3-Pyr 


OK 


1-2050 


4-F-Ph 


2-MeNH-4-Pyr 


4-Pym 




1-2051 


4-F-Ph 


2-MeNH-4-Pyr 


5-Pym 


- 


1-2052 


4-F-Ph 


2-McNH-4-Pyr 


3-Pyrd-CH 2 


30 


1-2053 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-3-Pyrd-CH 2 




1-2054 


4-F-Ph 


2-MeNH-4-Pyr 


4-Pip-CH 2 


- 


1-2055 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip-CH 2 




1-2056 


4-F-Ph 


2-MeNH-4-Pyr 


2-Piz-CH 2 




1-2057 


4-F-Ph 


2-MeNH-4-Pyr 


4-Pyr-CH 2 




1-2058 


4-F-Ph 


2-MeNH-4-Pyr 


3-Pyr-CH 2 


40 


1-2059 


4-F-Ph 


2-MeNH-4-Pyr 


4-Pym-CH 2 




1-2060 


4-F-Ph 


2-MeNH-4-Pyr 


5-Pym-CH 2 




1-2061 


4-F-Ph 


2-MeNH-4-Pyr 


2-Pym-CH 2 


45 


1-2062 


3-F-Ph 


2-MeNH-4-Pyr 


H 2 N-(CH 2 ) 3 




1-2063 


3-F-Ph 


2-MeNH-4-Pyr 


MeNH-(CH 2 ) 3 




1-2064 


3-F-Ph 


2-MeNH-4-Pyr 


EtNH-(CH 2 ) 3 


50 


1-2065 


3-F-Ph 


2-MeNH-4-Pyr 


Me 2 N-(CH 2 ) 3 




1-2066 


3-F-Ph 


2-MeNH-4-Pyr 


1-Azt-(CH 2 ) 3 




1-2067 


3-F-Ph 


2-MeNH-4-Pyr 


1-Pyrd-(CH 2 ) 3 


55 


1-2068 


3-F-Ph 


2-MeNH-4-Pyr 


1-Pip-(CH 2 ) 3 



BNSDOCID: <EP 1243589A1 J_> 



93 




EP 1 243 589 A1 



5 


<wU I IIJ7ULLUL1 

No. 


R 
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1-2069 


3-F-Ph 


2-MeNH-4-Pyr 


l-Mor-(CH 2 ) 3 




1-2070 


3-F-Ph 


2-MeKH-4-Pyr 


l-Tmor-(CH 2 ) 3 


10 


1-2071 


3-F-Ph 


2-MeNH-t-Pyr 


1-Piz-(CH 2 ) 3 




1-2072 


3-F-Ph 


2-MeNH-4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




1-2073 


3-F-Ph 


2-MeNH-4-P>T 


3-Azt 


15 


1-2074 


3-F-Ph 


2-MeNH-4-P> T 


l-Me-3-Azt 




1-2075 


3-F-Ph 


2-MeNH-4-Pyr 


3-Pyrd 




1-2076 


3-F-Ph 


2-MeNH-4-P>r 


l-Me-3-Pyrd 


20 


1-2077 


3-F-Ph 


2-MeNH-4-Pyr 


4-Pip 




1-2078 


3-F-Ph 


2-MeNH-4-Pyr 


4-(3,4-deH-Pip) 




1-2079 


3-F-Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip 


25 


1-2080 


3-F-Ph 


2-MeNH-4-Pyr 


l-Me-4-(3,4-deH-Pip) 




1-2081 


3-F-Ph 


2-MeNH-4-Pyr 


1-Piz 




1-2082 


3-F-Ph 


2-MeNH-4-Pyr 


4-Me-l-Piz 


30 


1-2083 


3-F-Ph 


2-MeNH-4-PyT 


4-Pyr 




1-2084 


3-F-Ph 


2-MeNH-4-Pyr 


3-Pyr 




1-2085 


3-F-Ph 


2-MeNH-4-Pyr 


4-Pym 


35 


1-2086 


3-F-Ph 


2-MeNH-4-Pyr 


5-Pym 




1-2087 


3-F-Ph 


2-MeNH-4-Pyr 


3-Pyrd-CH 2 




1-2088 


3-F-Ph 


2-MeNH-4-Pyr 


l-Me-3-Pyrd-CH, 


40 


1-2089 


3-F-Ph 


2-MeNH-4-Pyr 


4-Pip-CH 2 




1-2090 


3-F-Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip-CH 2 




1-2091 


3-F-Ph 


2-MeNH-4-Pyr 


2-Piz-CH 2 


45 


1-2092 


3-F-Ph 


2-MeNH-4-Pyr 


4-Pyr-CH 2 




1-2093 


3-F-Ph 


2-MeNH-4-Pyr 


3-Pyr-CH 2 




1-2094 


3-F-Ph 


2-MeNH-4-Pyr 


4-Pym-CH 2 


50 


1-2095 


3-F-Ph 


2-MeNH-4-Pyr 


5-Pym-CH 2 




1-2096 


3-F-Ph ! 


2-MeNH-4-Pyr 


2-Pym-CH 2 




1-2097 


3,4-diF-Ph 


2-MeNH-4-Pyr 


H 2 N-(CH 2 ) 3 


55 


1-2098 


3,4-diF-Ph 


2-MeNH-4-Pyr 


MeNH-(CH 2 ) 3 
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1-2099 


3,4-diF-Ph 


2-MeNH-4-Pyr 


EtNH-(CH 2 ) 3 




1-2100 


3,4-diF-Ph 


2-MeNH-4-Pyr 


Me 2 N-(CH 2 ) } 


10 


1-2101 


3,4-diF-Ph 


2-MeNH-4-Pyr 


1-Azt-(CH 2 ) 3 




1-2102 


3,4-diF-Ph 


2-MeNH-4-Pyr 


1-Pyrd-(CH 2 ) 3 




1-2103 


3,4-diF-Ph 


2-MeNH-4-Pyr 


1-Pip-(CH 2 ) 3 


15 


1-2104 


3,4-diF-Ph 


2-MeNH-4-Pyr 


l-Mor-(CH 2 ) 2 




1-2105 


3,4-diF-Ph 


2-MeNH-4-Pyr 


l-Tmor-(CH 2 )j 




1-2106 


3,4-diF-Ph 


2-McNH-4-Pyr 


l-Piz-(CH 2 )j 


20 


1-2107 


3,4-diF-Ph 


2-MeNH-4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




1-2108 


3,4-diF-Ph 


2-MeNH-4-Pyr 


3-Azt 




1-2109 


3,4-diF-Ph 


2-MeNH-4-Pyr 


l-Me-3-Azt 


25 


1-2110 


3,4-diF-Ph 


2-MeNH-4-Pyr 


3-Pyrd 




1-2111 


3,4-diF-Ph 


2-MeNH-4-Pyr 


l-Me-3-Pyrd 




1-2112 


3,4-diF-Ph 


2-MeNH-4-Pyr 


4-Pip 


30 


1-2113 


3,4-diF-Ph 


2-MeNH-4-Pyr 


4-(3,4-deH-Pip) 




1-2114 


3,4-diF-Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip 




1-2115 


3,4-diF-Ph 


2-MeNH-4-Pyr . 


l-Me-4-(3,4-deH-Pip) 


35 


1-2116 


3,4-diF-Ph 


2-MeNH-4-Pyr 


1-Piz 




1-2117 


3,4-diF-Ph 


2-MeKH-4-Pyr 


4-Me-l-Piz 




1-2118 


3,4-diF-Ph 


2-MeNH-4-Pyr 


4-Pyr 


40 


1-2119 


3,4-diF-Ph 


2-MeKH-4-Pyr 


3-Pyr 




1-2120 


3,4-diF-Ph 


2-MeNH-4-Pyr 


4-Pym 




1-2121 


3,4-diF-Ph 


2-MeNH-4-Pyr 


5-Pym 


45 


1-2122 


3,4-diF-Ph 


2-MeNH-4-Pyr 


3-Pyrd-CH 2 




1-2123 


3,4-diF-Ph 


2-MeNH-4-Pyr 


l-Me-3-Pyrd-CH 2 




1-2124 


3,4-diF-Ph 


2-MeNH-4-Pyr 


4-Pip-CH 2 


50 


1-2125 


3,4-diF-Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip-CH 2 




1-2126 


3,4-diF-Ph 


2-MeNH-4-Pyr 


2-Piz-CH 2 




1-2127 


3,4-diF-Ph 


2-MeNH-4-Pyr 


4-Pyr-CH 2 


55 


1-2128* 


3,4-diF-Ph 


2-MeNH-4-Pyr 


3-Pyr-CH 2 • 
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1-2129 


3,4-diF-Ph 


2-MeNH-4-Pyr 


4-Pym-CH 2 




1-2130 


3,4-diF-Ph 


2-MeNH-4-Pyr 


5-Pym-CH 2 


10 


1-2131 


3,4-diF-Ph 


2-McNH-4-Pyr 


2-Pym-CH 2 




1-2132 


3-Cl-Ph 


2-MeNH-4-Pyr 


H 2 N-(CH 2 ) 3 




1-2133 


3-Cl-Ph 


2-MeNH-4-Pyr 


MeNH-(CH 2 ) 3 


15 


1-2134 


3-Cl-Ph 


2-MeNH-4-Pyr 


EtNH-(CH 2 ) 3 




1-2135 


3-Cl-Ph 


2-MeNH-4-Pyr 


Me 2 N-(CH 2 )3 




1-2136 


3-Cl-Ph 


2-MeNH-4-Pyr 


1-Azt-(CH 2 ) 3 


20 


1-2137 


3-Cl-Ph 


2-MeNH-4-Pyr 


1-Pyrd-(CH 2 ) 3 




1-2138 


3-Cl-Ph 


2-MeNH-4-Pyr 


1-Pip-(CH 2 ) 3 




1-2139 


3-Cl-Ph 


2-MeNH-4-Pyr 


l-Mor-(CH 2 ) 3 


25 


1-2140 


3-Cl-Ph 


2-MeNH-4-Pyr 


l-Tmor-(CH 2 ) 3 




1-2141 


3-Cl-Ph 


2-MeNH-4-Pyr 


1-Piz-(CH 2 )3 




1-2142 


3-Cl-Ph 


2-MeNH-4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 


30 


1-2143 


3-Cl-Ph 


2-MeNH-4-Pyr 


3-Azt 




1-2144 


3-Cl-Ph 


2-McNH-4-Pyr 


l-Me-3-Azt 




1-2145 


3-Cl-Ph 


2-MeNH-4-Pyr 


3-Pyrd 


35 


1-2146 


3-Cl-Ph 


2-MeNH-4-Pyr 


l-Me-3-Pyrd 




1-2147 


3-Cl-Ph 


2-MeNH-4-Pyr 


4-Pip 




1-2148 


3-Cl-Ph 


2-MeNH-4-Pyr 


4-(3,4-deH-Pip) 


40 


1-2149 


3-Cl-Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip 




1-2150 


3-Cl-Ph 


2-MeNH-4-Pyr 


l-Me-4-(3,4-deH-Pip) 




1-2151 


3-Cl-Ph 


2-MeNH-4-Pyr 


1-Piz 


45 


1-2152 


3-Cl-Ph 


2-MeNH-4-Pyr 


4-Me-l-Piz 




1-2153 


3-Cl-Ph 


2-MeNH-4-Pyr 


4-Pyr 




1-2154 


3-Cl-Ph 


2-MeNH-4-Pyr 


3-Pyr 


50 


1-2155 


3-Cl-Ph 


2-MeNH-4-Pyr 


4-Pym 




1-2156 


3-Cl-Ph | 


2-MeNH-4-Pyr 


5-Pym 




1-2157 


3-Cl-Ph 


2-MeNH-4-Pyr 


3-Pyrd-CH 2 


55 


1-2158 


3-Cl-Ph 


2-MeNH-4-Pyr 


l-Me-3-Pyrd-CH 2 
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1-2159 


3-Cl-Ph 


| 2-MeNH-4-Pyr 


4-Pip-CH 2 




1-2160 


3-Cl-Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip-CH: 


10 


1-2161 


3-C)-Ph 


2-MeNH-4-Pyr 


2-Piz-CH 2 




1-2162 


3-Cl-Ph 


2-MeNH-4-Pyr 


4-Pyr-CH 2 




1-2163 


3-Cl-Ph 


2-MeNH-4-Pyr 


3-Pyr-CH 2 


15 


1-2164 


3-Cl-Ph 


2-MeNH-4-Pyr 


4-Pym-CH 2 




1-2165 


3-Cl-Ph 


2-MeNH-4-Pyr 


5-Pym-CH 2 




1-2166 


3-Cl-Ph 


2-MeNH-4-Pyr 


2-Pym-CH 2 


20 


1-2167 


Ph 


4-Pym 


H 2 N-(CH^) 3 




1-2168 


Ph 


4-Pym 


MeNH-(CH 2 ) 3 




1-2169 


Ph 


4-Pym 


EtNH-(CH 2 ) 3 


25 


1-2170 


Ph 


4-Pym 


Me 2 N-(CH 2 ) 3 




1-2171 


Ph 


4-Pym 


1-Azt-(CH 2 ) 3 




1-2172 


Ph 


4-Pym 


1-Pyrd-(CH 2 ) 3 


30 


1-2173 


Ph 


4-Pym | 1-Pip-(CH 2 ) 3 

i 


— 


1-2174 


Ph 


4-Pym 


l-Mor-(CH 2 ) 3 




1-2175 


Ph 


4-Pym 


l-Tmor-(CH 2 ) 3 


35 


1-2176 


Ph 


4-Pym j 1-Piz-(CH 2 )3 




1-2177 


Ph 


4-Pym j 4-Me- 1 -Piz-(CH 2 ) 3 




1-2178 


Ph 


4-Pym 


3-Azt 


40 


1-2179 


Ph 


4-Pym 


l-Me-3-Azt 




1-2180 


Ph 


4-Pym 


3-Pyrd 




1-2181 


Ph 


4-Pym 


l-Me-3-Pyrd 


45 


1-2182 


Ph 


4-Pym 


4-Pip 




1-2183 


Ph 


4-Pym 


4-(3,4-deH-Pip) 




1-2184 


Ph 


4-Pym 


l-Me-4-Pip 


50 


1-2185 


Ph 


4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-2186 


Ph 


4-Pym 


1-Piz 




1-2187 


Ph 


4-Pym 


4-Me-l-Piz 


55 


1-2188 


Ph 


4-Pym 


4-Pyr 
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1-2189 


Pb 


4-Pyro 


3-Pyr 




1-2190 


Ph 


4-Pym 


4-Pym 


10 


1-2191 


Ph 


4-Pym 


5-Pym 




1-2192 


Ph 


4-Pyra 


3-Pyrd-CH 2 




1-2193 


Ph 


4-Pym 


l-Me-3-Pyrd-CH 2 


15 


1-2194 


Ph 


4-Pym 


4-Pip-CH 2 




1-2195 


Ph 


4-Pym 


l-Me-4-Pip-CH 2 




1-2196 


Ph 


4-Pym 


2-Piz-CH 2 


20 


1-2197 


Ph 


4-Pym 


4-Pyr-CH 2 




1-2198 


Ph 


4-Pym 


3-Pyr-CH 2 




1-2199 


Ph 


4-Pym 


4-Pym-CH 2 


25 


1-2200 


Ph 


4-Pym 


5-Pym-CH 2 




1-2201 


Ph 


4-Pym 


2-Pym-CH 2 




1-2202 


4-F-Ph 


4-Pym 


H 2 N-(CH 2 ) 3 


30 


1-2203 


4-F-Ph 


4-Pym 


MeNH-(CH 2 ) 3 




1-2204 


4-F-Ph 


4-Pym 


EtNH-(CH 2 ) 3 




1-2205 


4-F-Ph 


4-Pym 


Me 2 N-(CH 2 ) 3 


35 


1-2206 


4-F-Ph 


4-Pym 


1-Azt-(CH 2 )3 




1-2207 


4-F-Ph 


4-Pym 


1-Pyrd-(CH 2 ) 3 




1-2208 


4-F-Ph 


4-Pym 


1-Pip-(CH 2 ) 3 


40 


1-2209 


4-F-Ph 


4-Pym 


l-Mor-(CH 2 ) 3 




1-2210 


4-F-Ph 


4-Pym 


l-Tmor-(CH 2 )j 




1-2211 


4-F-Ph 


4-Pym 


1-Piz-(CH 2 ) 3 


45 


1-2212 


4-F-Ph 


4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




1-2213 


4-F-Ph 


4-Pym 


3-Azt 




1-2214 


4-F-Ph 


4-Pym 


l-Me-3-Azt 


50 


1-2215 


4-F-Ph 


4-Pym 


3-Pyrd 




1-2216 


4-F-Ph 


4-Pym 


l-Me-3-Pyrd 




1-2217 


4-F-Ph 


4-Pym 


4-Pip 


55 


1-2218 


4-F-Ph 


4-Pym 


4-(3,4-deH-Pi P ) 
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1-2219 


4-F-Ph 


4-Pym 


l-Me-4-Pip 




1-2220 


4-F-Ph 


4-Pym 


l-Me-4-(3,4-deH-Pip) 


10 


1-2221 


4-F-Ph 


4-Pym 


1-Piz 




1-2222 


4-F-Ph 


4-Pyrn 


4-Me-l-Piz 




1-2223 


4-F-Ph 


4-Pym 


4-Pyr 


15 


1-2224 


4-F-Ph 


4-Pym 


3-Pyr 




1-2225 


4-F-Ph 


4-Pym 


4-Pym 




1-2226 


4-F-Ph 


4-Pym 


5-Pym 


20 


1-2227 


4-F-Ph 


4-Pym 


3-Pyrd-CH 2 




1-2228 


4-F-Ph 


4-Pym 


l-Me-3-Pyrd-CH 2 




1 -2229 


4-F-Ph 


4-Pym 


4-Pip-CH 2 


25 


1-2230 


4-F-Ph 


4-Pym 


l-Me-4-Pip-CH 2 




1-2231 


4-F-Ph 


4-Pym 


2-Piz-CH 2 


- 


1-2232 


4-F-Ph 


4-Pym 


4-Pyr-CH 2 




1-2233 


4-F-Ph 


4-Pym 


3-Pyr-CH 2 




1-2234 


4-F-Ph 


4-Pym 


4-Pym-CH 2 




1-2235 


4-F-Ph 


4-Pym 


5-Pym-CH 2 


35 


1-2236 


4-F-Ph 


4-Pym 


2-Pym-CH 2 




1-2237 


3-F-Ph 


4-Pym 


H 2 N-(CH 2 ) 3 


■- 


1-2238 


3-F-Ph 


4-Pym 


MeNH-(CH 2 ) 3 


40 


1-2239 


3-F-Ph 


4-Pym 


EtNH-(CH 2 )3 




1-2240 


3-F-Ph 


4-Pym 


Me 2 N-(CH 2 ) 3 




1-2241 


3-F-Ph 


4-Pym 


1-Azt-(CH 2 ) 3 


45 


1-2242 


3-F-Ph 


4-Pym 


1-Pyrd-(CH2)3 




1-2243 


3-F-Ph 


4-Pym 


1-Pip-(CH 2 ) 3 


- 


1-2244 


3-F-Ph 


4-Pym 


l-Mor-(CH 2 ) 3 


50 


1-2245 


3-F-Ph 


4-Pym 


l-Tmor-(CH 2 ) 3 




1-2246 


3-F-Ph 


4-Pym 


1-Piz-(CH 2 ) 3 




1-2247 


3-F-Ph 


4-Pym 


4-Me-l-Piz-(CH 2 ) 3 


55 


1-2248 


3-F-Ph 


4-Pym 


3-Azt 
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1-2249 


3-F-Ph 


4-Pym 


l-Me-3-Azt 




1-2250 


3-F-Ph 


4-Pym 


3-Pyrd 


10 


1-2251 


3-F-Ph 


4-Pym 


l-Me-3-Pyrd 




1-2252 


3-F-Ph 


4-Pym 


4-Pip 




1-2253 


3-F-Ph 


4-Pym 


4-(3,4-deH-Pip) 


15 


1-2254 


3-F-Ph 


4-Pym 


l-Me-4-Pip 




1-2255 


3-F-Ph 


4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-2256 


3-F-Ph 


4-Pym 


1-Piz 


20 


1-2257 


3-F-Ph 


j 4-Pym 

1 


4-Me-l-Piz 




1-2258 


3-F-Ph 


4-Pym 


4-Pyr 




1-2259 


3-F-Ph 


4-Pym 


3-Pyr 


25 


1-2260 


3-F-Ph 


4-Pym 


4-Pym 




1-2261 


3-F-Ph 


4-Pym 


5-Pym 




1-2262 


3-F-Ph 


4-Pym 


3-Pyrd-CH 2 


30 


1-2263 


3-F-Ph 


4-Pym 


l-Me-3-Pyrd-CH 2 




1-2264 


3-F-Ph 


4-Pym 


4-Pip-CH: 




1-2265 


3-F-Ph 


4-Pym 


l-Me-4-Pip-CH 2 


35 


1-2266 


3-F-Ph 


4-Pym 


2-Piz-CH 2 




1-2267 


3-F-Ph 


4-Pym 


4-Pyr-CH: 




1-2268 


3-F-Ph 


4-Pym 


3-Pyr-CH 2 


40 


1-2269 


3-F-Ph 


4-Pym 


4-Pym-CH 2 




1-2270 


3-F-Ph 


4-Pym 


5-Pym-CH 2 




1-2271 


3-F-Ph 


4-Pym 


2-Pym-CH 2 


45 


1-2272 


3,4-diF-Ph 


4-Pym 


H 2 N-(CH 2 ) 3 




1-2273 


3,4-diF-Ph 


4-Pym 


MeNH-(CH 2 ) 3 




1-2274 


3,4-diF-Ph 


4-Pym 


EtNH-(CH 2 ) } 


50 


1-2275 


3,4-diF-Ph 


4-Pym 


Me 2 N-(CH 2 )j 




1-2276 


3,4-diF-Ph 


4-Pym 


1-Azt-(CH 2 ) 3 




1-2277 


3,4-diF-Ph 


4-Pym 


1-Pyrd-(CH 2 )3 


55 


1-2278 


3,4-diF-Ph 


4-Pym 


1-Pip-(CH 2 ) 3 
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1-2279 


3,4-diF-Ph 


4-Pym 


l-Mor-(CH 2 ) 3 




1-2280 


3,4-diF-Ph 


4-Pym 


l-Tmor-(CH2)3 


10 


1-2281 


3,4-diF-Ph 


4-Pym 


1-Piz-(CH 2 ) 3 




1-2282 


3,4-diF-Ph 


4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




1-2283 


3,4-diF-Ph 


4-Pym 


3-Azt 


15 


1-2284 


3,4-diF-Ph 


4-Pym 


l-Me-3-Azt 




1-2285 


3,4-diF-Ph 


4-Pym 


3-Pyrd 




1-2286 


3,4-diF-Ph 


4-Pym 


l-Me-3-Pyrd 


20 


1-2287 


3,4-diF-Ph 


4-Pym 


4-Pip 




1-2288 


3,4-diF-Ph 


4-Pym 


4-(3,4-deH-Pip) 




1-2289 


3,4-diF-Ph 


4-Pym 


l-Mc-4-Pip 


25 


1-2290 


3,4-diF-Ph 


4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-2291 


3,4-diF-Ph 


4-Pym 


1-Piz 




1-2292 


3,4-diF-Ph 


4-Pym 


4-Me-l-Piz 


30 


1-2293 


3,4-diF-Ph 


4-Pym 


4-Pyr 




1-2294 


3,4-diF-Ph 


4-Pym 


3-Pyr 




1-2295 


3,4-diF-Ph 


4-Pym 


4-Pym 


35 


1-2296 


3,4-diF-Ph 


4-Pym 


5-Pym 




1-2297 


3,4-diF-Ph 


4-Pym 


3-Pyrd-CH 2 




1-2298 


3,4-diF-Ph 


4-Pym 


l-Me-3-Pyrd-CH 2 


40 


1-2299 


3,4-diF-Ph 


4-Pym 


4-Pip-CH 2 




1-2300 


3,4-diF-Ph 


4-Pym 


l-Me-4-Pip-CH 2 




1-2301 


3,4-diF-Ph 


4-Pym 


2-Piz-CH 2 


45 


1-2302 


3,4-diF-Ph 


4-Pym 


4-Pyr-CH 2 




1-2303 


3,4-diF-Ph 


4-Pym 


3-Pyr-CH 2 




1-2304 


3,4-diF-Ph 


4-Pym 


4-Pym-CH 2 


50 


1-2305 


3,4-diF-Ph 


4-Pym 


5-Pym-CH 2 




1-2306 


3,4-diF-Ph 


4-Pym 


2-Pym-CH 2 




1-2307 


3-Cl-Ph 


4-Pym 


H 2 N-(CH 2 ) 3 


55 


1-2308 


3-Cl-Ph 


4-Pym 


MeNH-(CH 2 ) 3 
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5 


Compound 

No. 


R' 


R 2 


R 3 




1-2309 


3-Cl-Ph 


4-Pym 


EtNH-(CH 2 ) 3 




1-2310 


3-Cl-Ph 


4-Pym 


Me 2 N-(CH-.)-, 


10 


1-2311 


3-Cl-Ph 


I 4-Pym 


1-Azt-(CH 2 ) 3 




1-2312 


3-Cl-Ph 


4-Pym 


1-Pyrd-(CH 2 ) 3 




1-2313 


3-Cl-Ph 


4-Pym 


1-Pip-<CH 2 ) 3 


15 


1-2314 


3-Cl-Ph 


4-Pym 


l-Mor-(CH 2 ) 3 




1-2315 


3-Cl-Ph 


4-Pym 


l-Tmor-(CH 2 ) 3 




1-2310 


3-Cl-Ph 


4-Pym 


1-Piz-(CH 2 ) 3 


20 


1-2317 


3-Cl-Ph 


4-Pym 


4-Me-l-Piz-(CH 2 )3 




1-2318 


3-Cl-Ph 


4-Pym 


3-Azt 




1-2319 


3-Cl-Ph 


4-Pym 


l-Me-3-Azt 


25 


1-2320 


3-Cl-Ph 


4-Pym 


3-Pyrd 




1-2321 


3-Cl-Ph 


4-Pym 


l-Me-3-Pyrd 




1-2322 


3-Cl-Ph 


4-Pym 


4-Pip 


30 


1-2323 


3-Cl-Ph 


4-Pym 


4-(3,4-deH-Pip) 




1-2324 


3-Cl-Ph 


4-Pym 


1 -Me-4-Pip 




1-2325 


3-Cl-Ph 


4-Pym 


1 -Me-4~(3 ? 4-deH-Pip) 


35 


1-2326 


3-Cl-Ph 


4-Pym 


1-Piz 




1-2327 


3-Cl-Ph 


4-Pym 


4-Me-l-Piz 




1-2328 


3-Cl-Ph 


4-Pym 


4-Pyr 


40 


1-2329 


3-Cl-Ph 


4-Pym 


3-Pyr 




1-2330 


3-Cl-Ph 


4-Pym 


4-Pym 




1-2331 


3-Cl-Ph 


4-Pym 


5-Pym 


45 


1-2332 


3-Cl-Ph 


4-Pym 


3-Pyrd-CH 2 




1-2333 


3-Cl-Ph 


4-Pym 


l-Me-3-Pyrd-CH 2 




1-2334 


3-Cl-Ph 


4-Pym 


4-Pip-CH 2 


50 


1-2335 


3-Cl-Ph 


4-Pym 


l-Me-4-Pip-CH 2 




1-2336 


3-Cl-Ph 


4-Pym 


2-Piz-CH 2 




1-2337 


3-Cl-Ph 


4-Pym 


4-Pyr-CH 2 


55 


1-2338 


3-Cl-Ph 


4-Pym 


3-Pyr-CH 2 
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Compound 


R 1 




R 3 




5 














1-2339 


3-Cl-Ph 


4-Pym 


4-Pym-CH: 




1-2340 


3-Cl-Ph 


4-Pym 


5-Pym-CH: 


10 


1-2341 


3-Cl-Ph 


4-Pym 


2-Pym-CH 2 




1-2342 


Ph 


2-MeO-4-Pym 


H 2 N-(CH 2 ) 3 




1-2343 


Ph 


2-MeO-4-Pym 


MeNH-(CH 2 ) 3 


15 


1-2344 


Ph 


2-MeO-4-Pym 


EtNH-(CH 2 b 




1-2345 


Ph 


2-MeO-4-Pym 


Me 2 N.(CH 2 )3 




1-2346 


Ph 


2-MeO-4-Pym 


1-Azt-(CH 2 ) 3 


20 


1-2347 


Ph 


2-MeO-4-Pym 


1-Pyrd-(CH 2 ) 3 




1-2348 


Ph 


2-MeO-4-Pym 


1-Pip-(CH 2 ) 3 




1-2349 


Ph 


2-MeO-4-Pym 


l-Mor-(CH 2 ) 3 


25 


1-2350 


Ph 


2-MeO-4-Pym 


l-Tmor-(CH 2 ) 3 




1-2351 


Ph 


2-MeO-4-Pym 


1-Piz-(CH 2 ) 3 


■- 


1-2352 


Ph 


2-MeO-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 


30 


1-2353 


Ph 


2-MeO-4-Pym 


3-Azt 




1-2354 


Ph 


2-MeO-4-Pym 


l-Me-3-Azt 


— 


1-2355 


Ph 


2-MeO-4-Pym 


3-Pyrd 


35 


1-2356 


Ph 


2-MeO-4-Pym 


l-Me-3-Pyrd 




1-2357 


Ph 


2-MeO-4-Pym 


4-Pip 




1-2358 


Ph 


2-MeO-4-Pym 


4-(3,4-deH-Pip) 


40 


1-2359 


Ph 


2-MeO-4-Pym 


l-Me-4-Pip 




1-2360 


Ph 


2-MeO-4-Pym 


l-Me-4-(3 5 4-deH-Pip) 




1-2361 


Ph 


2-MeO-4-Pym 


1-Piz 


45 


1-2362 


Ph 


2-MeO-4-Pym 


4-Me-l-Piz 




1-2363 


Ph 


2-MeO-4-Pym 


4-Pyr 




1-2364 


Ph 


2-MeO-4-Pym 


3-Pyr 


50 


1-2365 


Ph 


2-MeO-4-Pym 


4-Pym 




1-2366 


Ph 


2-MeO-4-Pym 


5-Pym 




1-2367 


Ph 


2-MeO-4-Pym 


3-Pyrd-CH 2 


55 


1-2368 


Ph 


2-MeO-4-Pym 


l-Me-3-Pyrd-CH 2 
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5 


Compound 


! 

R 1 


R 2 


R 3 




1-2369 


Ph 


2-MeO-4-Pvm 


*t— i ip \^Xa2 




1-2370 


Ph 


2-MeO-4-Pvm 


i -ivic— l p-v-* n 2 


10 


1-2371 


Ph 


2-MeO-4-Pvm 


i iz. \_» xi 2 




1-2372 


Ph 


2-MeO-4-Pvm 

— I'iWV * 1 Jf 111 


*r-r yr-^ri2 




1-2373 


Ph 


2-MeO*4-Pvm 

^ » i yk.li 


VPvr-PT-U i 
j r Yi — ^ri2 


15 


1-2374 


Ph 


2-MeO-4-Pvm 


4.Pvm.fH, 
*r i jr in - v^n 2 




1-2375 


Ph 


2-MeO-4-Pvm 

^ * » -1 w T 1 Till 






1-2376 


Ph 


2-MeO-4-Pvm 


9-Pvm.fH, 


20 


1-2377 


4-F-Ph 


2 -MeO-4-Pvm 

^ ■» w V»r 1 x Y All 






1-2378 


4-F-Ph 


2-Me(V4-Pvm 


jvi ci\ xl - [\* ri2 ) j 




1-2379 


4-F-Ph 


2-MeO-4-Pvm 




25 


1-2380 


4-F-Ph 


^-MeO-4-Pvm 

* iritv— t*i jr 111 


IVl e2 IN - ri 2 )3 




1-2381 


4-F-Ph 


x jvicv-/~*r-i yiii 


1 a Tt fr*u \ 




1-2382 


4-F-Ph 


2-Me04-Pvm 
i»iwu~ i y ill 


i-ryTa-(L,H2;3 


30 


1-2383 


4-F-Ph 








1-2384 


4-F-Ph 


2-MeO-4-Pvm 

— ■ i»lWV— T*l Jf 111 


1 -lViOr-\V^ri 2/3 




1-2385 


4-F-Ph 


2-MeO-4-Pvm 


i - 1 rnor-^v^ri2 j3 


35 


1-2386 


4-F-Ph 


2-MeO-4-Pvm 
i »ivv~ r _y in 


i p; 7 /p»TT \ 




1-2387 


4-F-Ph 


2-MeO-4-P vm 


*f- lvie- 1 -r iz-^ ri 2 J3 




1-2388 


4-F-Ph 


2-MeO-4-P vm 

* A'lt-V ■ x Y 111 




40 


1-2389 


4-F-Ph 


2-MeO-4-Pvm 

iuwV/ 'i i, y 1 11 


1 \yf p» ^ A Tt 




1-2390 


4-F-Ph 


2-MeO-4-Pvm 

i'lvv ~ X jr ill 


^.PvrrH 

j-r yra 




1-2391 


4-F-Ph 


2-MeO-4-Pvm 

i»lvv~ 1 Y 111 


i -ivico-.r yru 


45 


1-2392 


4-F-Ph 


2-MeO-4-Pvm 


A-Pin 




1-2393 


4-F-Ph 


2-MeO-4-P vm 

a* iTii/v^~ x yiii 


> *f-aexi-i*ip ) 




1-2394 


4-F-Ph 


2-MeO-4-Pym 


l-Me-4-Pip 


50 


1-2395 


4-F-Ph 


2-McO-4-Pym 


l-Me-4-(3,4-deH-Pip) 




1-2396 


4-F-Ph 


2-MeO-4-Pym 


l-Piz 




1-2397 


4-F-Ph 


2-MeO-4-Pym 


4-Me-l-Piz 


55 


1-2398 


4-F-Ph 


2-MeO-4-Pym 


4-Pyr 
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5 


Compound 
No. 


R 1 




R 3 




1-2399 


4-F-Ph 


2-MeO-4-Pym 


3-Pyr 




1-2400 


4-F-Ph 


2-MeO-4-Pym 


4-Pym 


10 


1-2401 


4-F-Ph 


2-MeO-4-Pym 


5-Pym 




1-2402 


4-F-Ph 


2-MeO-4-Pym 


3-Pyrd-CH 2 | 




1-2403 


4-F-Ph 


2-MeO-4-Pym 


l-Me-3-Pyrd-CH 2 


15 


1-2404 


4-F-Ph 


2-MeO-4-Pym 


4-PiD-CH:> 




1-2405 


4-F-Ph 


2-MeO-4-Pym 


l-Me-4-PiD-CH^ 




1-2406 


4-F-Ph 


2-MeO-4-Pym 


2-Piz-CH-> 


20 


1-2407 


4-F-Ph 


2-MeO-4-Pym 


4-Pyr-CH 2 




1-2408 


4-F-Ph 


2-MeO-4-Pym 


3-Pvr-CH-> ! 




1-2409 


4-F-Ph 


2-MeO-4-Pym 




25 


1-2410 


4-F-Ph 


2-MeO-4-Pym 


5-Pvm-CH-> 

*^ A Till V>AAJ 




1-2411 


4-F-Ph 


2-MeO-4-Pym 


2-Pvm-CH^ 




1-2412 


3-F-Ph 


2-MeO-4-Pym 


H^N-fCH^ 


3D*" 


1-2413 


3-F-Ph 


2-MeO-4-Pym 


MeNH-fCH-*^ 

1 \yl * J/J 


... 


1-2414 


3-F-Ph 


2-MeO-4-Pym 


EtNH-fCH?)* 


- 


1-2415 


3-F-Ph 


2-MeO-4-Pym 


Me?N-(CH?Vi 


35~ 


1-2416 


3-F-Ph 


2-MeO-4-Pym 


l-Azt-fCH->Vi 




1-2417 


3-F-Ph 


2-MeO-4-Pym 


1 -Pvrd-f CHi); 




1-2418 


3-F-Ph 


2-MeO-4-Pym 


l-Pip-fCH^Y* 


40 


1-2419 


3-F-Ph 


2-MeO-4-Pym 






1-2420 


3-F-Ph 


2-MeO-4-Pym 


1-Tmor-fCH^ 




1-2421 


3-F-Ph 


2-MeO-4-Pym 


1-Piz-(CH 2 ) 3 


45 


1-2422 


3-F-Ph 


2-MeO-4-Pym 


4-Me-l-Piz-(CH?)i 




1-2423 


3-F-Ph 


2-MeO-4-Pym 


3-Azt 




1-2424 


3-F-Ph 


2-MeO-4-Pym 


l-Me-3-A2t 


50 


1-2425 


3-F-Ph 


2-MeO-4-Pym 


3-Pyrd 




1-2426 


3-F-Ph 


2-MeO-4-Pym 


l-Me-3-Pyrd | 




1-2427 


3-F-Ph 


2-MeO-4-Pym 


4-Pip 


55 


1-2428 


3-F-Ph 


2-MeO-4-Pym 


4-(3,4-deH-Pip) 
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5 


Compound 
No. 




R 2 


R 3 




1-2429 


3-F-Ph 


j 2-MeO-4-Pym 


l-Me-4-Pio 




1-2430 


3-F-Ph 


2-MeO-4-Pvm 

^ 1»AW^^ ~ A 


l-Me-4-G 4-deH-Pio) 


10 


1-2431 


3-F-Ph 


2-MeO-4-Pym 


1-Piz 




1-2432 


3-F-Ph 


2-MeO-4-Pym 


4-Me-l-PLz 




1-2433 


3-F-Ph 


2-MeO-4-Pvm 

I'lvw > a T aaa 


4-Pvr 


15 


1-2434 


3-F-Ph 


2-MeO-4-Pvm 

mm A TAW i J T 111 


3-Pvr 

*/ a jrl 




1-2435 


3-F-Ph 


2-MeO-4-Pvm 

^» X » A. W T A TAXI 


4-Pvm 




1-2436 


3-F-Ph 


2-MeO-4-Pym 


5-Pym 


20 


1-2437 


3-F-Ph 


2-MeO-4-Pym 


3-Pvrd-CH-> 




1-2438 


3-F-Ph 


2-MeO-4-Pvm 

^» x»*w\^ A T 111 


1 -Me-3-Pvrd-CHn 




1-2439 


3-F-Ph 


2 -MeO-4-P vm ' 

X»AW%^ ^» A 


4-Pin-CH-> 

~ A 11/ V*>X A^ 


25 


1-2440 


3-F-Ph 


2-MeO-4-Pvm 

X-».AW%^ T A Y 141 


l-Me-4-PiD-CH^ i 




1-2441 


3-F-Ph 


2-MeO-4-Pvm 

^ iiAVv i A Till 


2-Piz-CH^ 

X WA X2 




1-2442 


3-F-Ph 


2-MeO-4-Pvm 




30 


1-2443 


3-F-Ph 


2-MeO-4-Pvm 

*m 111 VV 1 A Jf AMI 


3-Pvr-CH«> 

»J A J A V-/A J2 




1-2444 


3-F-Ph 


2-MeO-4-Pym 


• X J AAA V^AA^ 




1-2445 


3-F-Ph 


2-MeO-4-Pvrn 


5-Pvm-fH-» 

«J A JfUf^rfXXJ 


35 


1-2446 


3-F-Ph 


2-MeO-4-Pvni 

^» X^A**^^ X Till 


2-Pvm-CH-> 

^ 1 jtaia"V*XX2 




1-2447 


3,4-diF-Ph 


2-MeO-4-Pvm 

^» I'lvv X Till 






1-2448 


3,4-diF-Ph 


2-MeO-4-Pym 


MeNH-( r rH-.i^ 

l»iW ^1 L X ^ V— 'A A 2 


40 


1-2449 


3,4-diF-Ph 


2-MeO-4-Pym 


EtNH-fCH->Vi 

a—ui ni^vJ 73 




1-2450 


3,4-diF-Ph 


2-MeO-4-Pvm 






1-2451 


3,4-diF-Ph 


2-MeO-4-Pvm 


1 -*k^/l ^^»A I.273 


45 


1-2452 


3,4-diF-Ph 


2-MeO-4-Pvm 

^ A'AWNa' ~ A Y All 


l-Pvrd-(CH-»i* 
1 ijiu V\-/ix273 




1-2453 


3,4-diF-Ph 


2-MeO-4-Pvm 

■ A Till 


l-PitWCH-»i* 

1 a ip-^v^xx273 




1-2454 


3,4-diF-Ph 


2-MeO-4-Pyni 


l-Mor-(CH2)3 


50 


1-2455 


3,4-diF-Ph 


2-MeO-4-Pym 


l-Tmor-(CH 2 ) 3 




1-2456 


3,4-diF-Ph 


2-MeO-4-Pym 


1-Piz-(CH 2 ) 3 




1-2457 


3,4-diF-Ph 


2-MeO-4-Pym 


4-Me-l-Piz-(CH2)3 


55 


1-2458 


3,4-diF-Ph 


2-MeO-4-Pym 


3-Azt 



106 
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5 


Compound 

JNO. 


R 5 


R 2 


R 3 






3,4-diF-Ph 


2-MeO-4-Pym 


l-Me-3-Azt 






3,4-diF-Ph 


2-MeO-4-Pym 


3-Pyrd 


10 


X — — A 


3 4-diF-Ph 


2-Me04-Pym 


l-Me-3-Pyrd 






3,4-diF-Ph 


2-MeO-4-Pym 


4-Pip 




1-^463 


3 4-diF-Ph 


2-MeO-4-Pvm 


4-(3,4-deH-Pip) 


15 


1-2464 


3,4-diF-Ph 


2-MeO-4-Pvm 

» A W \^ f A J AA* 


l-Me-4-Pip 




1 -2465 


3 4-diF-Ph 


2-MeO-4-Pvm 


l-Me-4-(3 t 4-deH-Pip) 




1 -2466 


3 4-diF-Ph 


2-MeO-4-Pym 


1-Piz 


20 


1 -2467 


3,4-diF-Ph 


2-MeO-4-Pym 


4-Me-l-Piz 






1 4-diF-Ph 

Jj*T Ull X 11 


2-MeO-4-Pvm 

«r 1T1V V * 1 J*** 


4-Pyr 




1 -2469 


3,4-diF-Ph 


2-MeO-4-Pym 


3-Pyr 


25 


1 -0470 

1 — «i*T / V/ 


3 4-diF-Ph 

VI 11 1 11 


2-MeO-4-Pvm 

A* X ▼ A W X» ^ A T AA# 


4-Pym 




1-2471 


3 4-diF-Ph 

«_/ ^ ' Ull. 1 11 


2-MeO-4-Pvm 


5-Pym 




1-2472 


3 4-diF-Ph 


2-MeO-4-Pym 


3-Pyrd-CH 2 




1 -2475 


3,4-diF-Ph 


2-MeO-4-Pvm 

^ 1UWV ' X J 


l-Me-3-Pyrd-CH 2 




1-2474 


3,4-diF-Ph 


2-MeO-4-Pym 


4-Pip-CH 2 




1-2475 


3,4-diF-Ph 


2-MeO-4-Pym 


l-Me-4-Pip-CH 2 


35 


1-2476 


3 4-diF-Ph 

—J } 1 Ull 1 11 


2-MeO-4-Pym 


2-Piz-CH 2 




1-2477 


3,4-diF-Ph 


2-MeO-4-Pym 


4-Pyr-CH 2 




1-2478 


3,4-diF-Ph 


2-MeO-4-Pym 


3-Pyr-CH 2 


40 


1-2479 


3,4-diF-Ph 


2-MeO-4-Pym 


4-Pym-CH 2 




1-2480 


3,4-diF-Ph 


2-MeO-4-Pym 


5-Pym-CH 2 




1-2481 


3,4-diF-Ph 


2-MeO-4-Pym 


2-Pym-CH 2 


45 


1-2482 


3-Cl-Ph 


2-Me04-Pym 


H 2 N-(CH 2 ) 3 




1-2483 


3-Cl-Ph 


2-MeO-4-Pym 


MeNH-(CH 2 ) 3 




1-2484 


3-Cl-Ph 


2-MeO-4-Pym 


EtNH-(CH 2 ) 3 


50 


1-2485 


3-Cl-Ph 


2-MeO-4-Pym 


Me 2 N-(CH 2 ) 3 




1-2486 


3-Cl-Ph 


2-Me04-Pym 


1-Azt-(CH 2 ) 3 




1-2487 


3-Cl-Ph 


2-MeO-4-Pym 


1-Pyrd-(CH 2 ) 3 


55 


1-2488 


3-Cl-Ph 


2-MeO-4-Pym 


1-Pip-(CH 2 ) 3 
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5 


Compound 
No. 


R 1 


R 2 


R 3 




1-2489 


3-Cl-Ph 


2-MeO-4-Pym 


l-Mor-(CH^)* 




1-2490 


3-Cl-Ph 


2-MeO-4-Pym 




10 


| 1-2491 


3-Cl-Ph 


2-MeO-4-Pym 


l-Piz-fCH-^ 




i 1-2492 


3-Cl-Ph 


2-MeO-4-Pym 


4-Me- 1 -Piz-f CH->^ 




1-2493 


i 3-Cl-Ph 

i 


2-MeO-4-Pym 


3- Art 


15 


1-2494 


3-Cl-Ph 


2-MeO-4-Pym 






1-2495 


3-Cl-Ph 


2-MeO-4-Pym 


3-Pyrd 




1-2496 


3-Cl-Ph 


2-MeO-4-Pym 


l-Me-3-Pvrd 


20 


1-2497 


3-Cl-Ph 


2-MeO-4-Pym 


4-Pip 




1-2498 


3-Cl-Ph 


2-MeO-4-Pym 


4-G 4-deH-Pini 




1-2499 


3-Cl-Ph 


2-MeO-4-Pym 


l-Me-4-Pin 


25 


1-2500 


3-Cl-Ph 


2-MeO-4-Pym 


l-Me-4-G 4-deH-Pio^ 




1-2501 


3-Cl-Ph 


2-MeO-4-Pym 


1-Piz 




1-2502 


3-Cl-Ph 


2-MeO-4-Pym 


4-Me-l -Pi7 


30 


U2503 


3-Cl-Ph 


2-MeO-4-Pym 


4-Pvr 




1-2504 


3-Cl-Ph 


2-MeO-4-Pym 


3-Pvr 




1-2505 


3-Cl-Ph 


2-MeO-4-Pym 


4-Pvm 

~ 1 VIII 


35 


1-2506 


3-Cl-Ph 


2-MeO-4-Pym 


5-Pym 




1-2507 


3-Cl-Ph 


2-MeO-4-Pym 


3-Pvrd-CH-» 




1-2508 


3-Cl-Ph 


2-MeO-4-Pym 


1 -Me-^-Pvrd-CH-, 


40 


1-2509 


3-Cl-Ph 


2-MeO-4-Pyni 


4-PiD-CH, 




1-2510 


3-Cl-Ph 


2-MeO-4-Pym 


l-Me-4-PiD-CH^ 

*■ 4. TAW i X 1U"^112 




1-2511 


3-Cl-Ph 


2-MeO-4-Pym 


2-Piz-CH-> 


45 


1-2512 


3-Cl-Ph 


2-MeO-4-Pym 






1-2513 


3-Cl-Ph 


2-MeO-4-Pym 


3-Pyr-CH 2 




1-2514 


3-Cl-Ph 


2-MeO-4-Pym 


4-Pym-CH 2 


50 


1-2515 


3-Cl-Ph 


2-MeO-4-Pym 


5-Pym-CH 2 




1-2516 


3-Cl-Ph 


2-MeO-4-Pym j 


2-Pym-CH 2 




1-2517 


4-F-Ph 


4-Pyr 


H 2 N-CH 2 CH=CH 


55 


1-2518 


4-F-Ph 


4-Pyr 


MeNH-CH 2 CH=CH ! 
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5 


Compound 
No. 


R 1 


1 R : 

i 


R 3 




1-2519 


4-F-Ph 


4-Pyr 


Me 2 N-CH 2 CH=CH 




1-2520 


4-F-Ph 


4-Pyr 


3-Pip-CH 2 


in 


1-2521 


4-F-Ph 


4-Pyr ' 


1 l-Me-3-Pip-CH; 




1-2522 


4-F-Ph 


4-Pyr 


2-Me-4-Pip 




1-2523 


4-F-Ph " 


4-Pyr 


2,2,6,6-tetraMe-4-Pip 


15 


1-2524 


j 4lF-Ph 


4-Pyr 


l-Ac-4-Pip 




1-2525 


4-F-Ph 


4-Pyr 


l-Ac-4-(3,4-deH-Pip) 




1-2526 


4-F-Ph 


4-Pyr 


4-OH-4-Pip 


20 


1-2527 


4-F-Ph 


4-Pyr 


4-OH-l-Me-4-Pip 




1-2528 


4-F-Ph 


4-Pyr 


AcNH-(CH 2 ) 3 




1-2529 


4-F-Ph 


4-Pyr 


4-NHz-cHx . 


25 


1-2530 


4-F-Ph 


4-Pyr 


4-Pyr-CH(OH) 




1-2531 


4-F-Ph 


4-Pyr 


3-Pyr-CH(OH) 




1-2532 


4-F-Ph 


4-Pyr 


2-Pyr-CH(OH) 


30 


1-2533 


4-F-Ph 


4-Pyr 


CF 3 CONH-(CH 2 )3 




1-2534 


4-F-Ph 


4-Pyr 


BzNH-(CH 2 ) 3 


- 


1-2535 


4-F-Ph 


4-Pyr 


2,4,6-triF-BzNH-CH 2 


55 


1-2536 


4-F-Ph 


4-Pyr 


MeS0 2 NH-(CH 2 ) 3 




1-2537 


4-F-Ph 


4-Pyr 


l-N0 2 (CH 2 ) 2 -4-Pip 




1-2538 


4-F-Ph 


4-Pyr 


2,3,5,6-tetraF-4-Pyr 


40 


1-2539 


4-F-Ph 


4-Pyr 


3-Qun 




1-2540 


4-F-Ph 


4-Pyr 


3-(2,3-deH-Qun) 




1-2541 


4-F-Ph 


4-Pyr 


3-ABO 


45 


1-2542 


4-F-Ph 


4-Pyr 


8-Me-3-ABO 




1-2543 


4-F-Ph 


4-Pyr 


3-(2,3-deH-ABO) 




1-2544 


4-F-Ph 


4-Pyr 


8-Me-3-(2,3-deH-ABO) 


50 


1-2545 


4-F-Ph 


4-Pyr 


3-ABN 




1-2546 


4-F-Ph 


4-Pyr 


9-Me-3-ABN 




1-2547 


4-F-Ph 


4-Pyr 


3-(2,3-deH-ABN) 


55 


1-2548 


4-F-Ph 


4-Pyr 


9-Me-3-(2,3-deH-ABN) \ 
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5 


uompounu 
No. 


R 1 




R 3 




1-2549 


4-F-Ph 


2-NH 2 -4-Pym 


H 2 N-CH 2 CH=CH 




1-2550 


4-F-Ph 


2-NH 2 -4-Pym 


MeNH-CH 2 CH=CH 


10 


1-2551 


4-F-Ph 


2-NH : -4-Pym 


Me 2 N-CH 2 CH=CH 




1-2552 


4-F-Ph 


2-NH 2 -4-Pym 


3-P1D-CH2 




1-2553 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pip-CH:> 


15 


1-2554 


4-F-Ph 


2-NH 2 -4-Pym 


2-Me-4-Pip 




1-2555 


4-F-Ph 


2-NH 2 -4-Pym 


2,2.6.6-tetraMe-4-PiD 




1-2556 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Ac-4-Pip 


20 


1-2557 


4-F-Ph 


2-NH 2 -4-P>m 


1 -Ac-4-(3,4-deH-Pip) 




1-2558 


4-F-Ph 


2-NH 2 -4-Pym 


4-OH-4-Pip 




1-2559 


4-F-Ph 


2-NH 2 -4-Pym 


4-OH-l-Me-4-Pip 


25 


1-2560 


4-F-Ph 


2-NHr4-Pym 


AcNH-(CH 2 ) 3 




1-2561 


4-F-Ph 


2-NH 2 -4-Pym 


4-NH 2 -cHx 




1-2562 


4-F-Ph 


2-NH 2 -4-Pym 


3-Qun 


30 


1-2563 


4-F-Ph 


2-NH 2 -4-Pym 


3-f23-deH-Oun) 




1-2564 


4-F-Ph 


2-NH 2 -4-Pym 


3- ABO 




1-2565 


4-F-Ph 


2-NH 2 -4-Pym 


8-Me-3-ABO 


35 


1-2566 


4-F-Ph 


2-NH 2 -4-Pym 


3-(23-deH-ABO) 




1-2567 


4-F-Ph 


2-NH 2 -4-Pym 


8-Me-3-(2,3-deH-ABO) 




1-2568 


4-F-Ph 


2-NH 2 -4-Pym 


3-ABN 


40 


1-2569 


4-F-Ph 


2-NH 2 -4-Pym 


9-Me-3-ABN 




1-2570 


4-F-Ph 


2-NH 2 -4-Pym 


3-(2,3-deH-ABN) 




1-2571 


4-F-Ph 


2-NH 2 -4-Pym 


9-Me-3-(2,3-deH-ABN} 


45 


1-2572 


4-F-Ph 


2-McNH-4-Pym 


H 2 N-CH 2 CH=CH 




1-2573 


4-F-Ph 


2-MeNH-4-Pym 


MeNH-CH 2 CH=CH 




1-2574 


4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-CH 2 CH=CH 


50 


1-2575 


4-F-Ph 


2-MeNH-4-Pym 


3-Pip-CH 2 




1-2576 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Pip-CH 2 




1-2577 


4-F-Ph 


2-MeNH-4-Pym 


2-Me-4-Pip 


55 


1-2578 


4-F-Ph 


2-MeNH-4-Pym 


2,2,6,6-tetraMe-4-Pip 
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5 


Compound 

No. 


R 1 


R 2 


i 




1-2579 


4-F-Ph 


2-MeNH-4-Pym 


l-Ac-4-Pip 




1-2580 


4-F-Ph 


2-MeNH-4-Pym 


l-Ac-4-(3,4-deH-Pip) 


10 


1-2581 


4-F-Ph 


2-MeNH-4-Pym 


4-OH-4-Pip 




1-2582 


4-F-Ph 


2-MeNH-4-Pym 


4-OH-l-Me-4-Pip 




1-2583 


4-F-Ph 


2-MeNH-4-Pym 


AcNH-(CH 2 ) 3 


15 


1-2584 


4-F-Ph 


2-MeNH-4-Pym 


4-NH 2 -cHx 




1-2585 


4-F-Ph 


2-MeNH-4-Pym 


3-Qun 




1-2586 


4-F-Ph 


2-MeNH-4-Pym 


3-(2,3-deH-Qun) 


20 


1-2587 


4-F-Ph 


2-MeNH-4-Pym 


3-ABO 




1-2588 


4-F-Ph 


2-MeNH-4-Pym 


8-Me-3-ABO 




1-2589 


4-F-Ph 


2-MeNH-4-Pym 


3-(2,3-deH-ABO) 


25 


1-2590 


4-F-Ph 


2-MeNH-4-Pym 


8-Me-3-(2,3-deH-ABO) 




1-2591 


4-F-Ph 


2-MeNH-4-Pym 


3-ABN 




1-2592 


4-F-Ph 


2-MeNH-4-Pym 


9-Me-3-ABN 


30 


1-2593 


4-F-Ph 


2-MeNH-4-Pym 


3-(2,3-deH-ABN) 




1-2594 


4-F-Ph 


2-MeNH-4-Pym 


9-Mc-3-(2,3-deH-ABN) 




1-2595 


4-F-Ph 


2-BnNH-4-Pyr 


4-Pip 


35 


1-2596 


4-F-Ph 


2-BnNH-4-Pyr 


4-(3,4-deH-Pip) 




1-2597 


4-F-Ph 


2-BnNH-4-Pym 


4-Pip 




1-2598 


4-F-Ph 


2-BnNH-4-Pym 


4-(3,4-deH-Pip) 


40 


1-2599 


4-F-Ph 


2-(a-Me-BnNH)-4-Pyr 


4-Pip 




1-2600 


4-F-Ph 


2-(a-Me-BnNH)-4-Pyr 


4-(3,4-deH-Pip) 




1-2601 


4-F-Ph 


2-( -Me-BnNH)-4-Pym 


4-Pip 


45 


1-2602 


4-F-Ph 


2-( -Me-BnNH)-4-Pym 


4-(3,4-deH-Pip) 




1-2603 


3-Cl-Ph 


2-BnNH-4-Pyr 


4-Pip 




1-2604 


3-Cl-Ph 


2-BnNH-4-Pyr 


4-(3,4-deH-Pip) 


50 


1-2605 


3-Cl-Ph 


2-BnNH-4-Pym 


4-Pip 




1-2606 


3-Cl-Ph 


2-BnNH-4-Pym 


4-(3,4-deH-Pip) 




1-2607 


3-Cl-Ph 


2-( -Me-BnNH)-4-Pyr 


4-Pip 


55 


1-2608 


3-Cl-Ph 


2-( -Me-BnNH)-4-Pyr 


4-(3,4-deH-Pip) 
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5 


Compound 

No. 


R 1 


R 2 


R : 




1-2609 


3-Cl-Ph 


2-{ -Me-BnNH)-4-Pym 


4-Pip 




1-2610 


3-Cl-Ph 


2-( -Me-BnNH)-4-Pym 


4-{3,4-deH-Pip) 


10 


1-2611 


3-CFj-Ph 


2-BnNH-4-Pyr 


4-Pip 




1-2612 


3-CFj-Ph 


2-BnNH-4-Pyr 


4-(3,4-deH-Pip) 




1-2613 


3-CFj-Ph 


2-BnNH-4-Pym 


4-Pip 


15 


1-2614 


3-CFj-Ph 


2-BnNH-4-Pym 


4-(3,4-deH-Pip) 




1-2615 


3-CF 3 -Ph 


2-( -Me-BnNH)-4-Pyr 


4-Pip 




1-2616 


3-CF 3 -Ph 


2-{ -Me-BnNH)-4-Pyr 


4-(3,4-deH-Pip) 


20 


1-2617 


3-CFj-Ph 


2-( -Me-BnNH)-4-Pym 


4-Pip 




1-2618 


3-CFj-Ph 


2-( -Me-BnNH)-4-Pym 


4-(3,4-deH-Pip) 




1-2619 


4-F-Ph 


4-Pyr 


2-NH 2 -4-Pym 


25 


1-2620 


4-F-Ph 


4-Pyr 


2-MeNH-4-Pvm 

mwi il i w j Till 




1-2621 


4-F-Ph 


4-Pyr 


2-NH 2 -4-Pyr 




1-2622 


4-F-Ph 


4-Pyr 


2-MeNH -4-Pyr 


30 


1-2623 


4-F-Ph 


4-Pyr 


H 2 N-CH 2 C(Me)>CH} 




1-2624 


4-F-Ph 


4-Pyr 


MeNH-CH^CnvieV>CH-> 




1-2625 


4-F-Ph 


4-Pyr 


EtNH-CH->CrMe)->CH-» 


35 


1-2626 


4-F-Ph 


4-Pyr 


Me 2 N-CH 2 C(Me) 2 CH 2 




1-2627 


4-F-Ph 


4-Pyr 


3-(3,4-deH-Pip) 




1-2628 


4-F-Ph 


4-Pyr 


l-Me-3-(3.4-deH-PiD) 


40 


1-2629 


4-F-Ph 


4-Pyr 


1 -Et-4-(3,4-deH-Pip) 




1-2630 


4-F-Ph 


4-Pyr 


1 -Pr-4-(3,4-deH-Pip) 




1-2631 


4-F-Ph 


4-Pyr 


l-Pr-4-Pip i 


45 


1-2632 


4-F-Ph 


4-Pyr 


1 -iPr-4-f 3,4-deH-PiD) 




1-2633 


4-F-Ph 


4-Pyr 


l-iPr-4-Pip 




1-2634 


4-F-Ph 


4-Pyr 


l-Bu-4-(3,4-deH-Pip) 


50 


1-2635 


4-F-Ph 


4-Pyr 


l-tBu-4-(3,4-deH-Pip) 




1-2636 


4-F-Ph 


4-Pyr 


l-Pn-4-(3,4-deH-Pip) 




1-2637 


4-F-Ph 


4-Pyr 


l-Hx-4-(3,4-deH-Pip) 


55 


1-2638 


4-F-Ph 


4-Pyr 


l-Hp-4-<3,4-deH-Pip) 
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Compound 


R' 


R- 


• 

R 


5 


No. 










1-2639 


4-F-Ph 


4-Pyr 


l-Oc-4-(3.4-deH-Pip) 




1-2640 


4-F-Ph 


4-Pyr 


l-Nn-4-(3 ,4-deH-Pip) 


10 


1-2641 


4-F-Ph 


4-Pyr 


l-cPr-4-(3,4-deH-Pip) 




1-2642 


4-F-Ph 


4-Pyr 


l-cPn-4-(3.4-deH-Pip) 


j 1-2643 


4-F-Ph 


4-Pyr 


l-cHx-4-(3,4-deH-Pip) 


1 


1-2644 


4-F-Ph 


4-Pyr 


l-Bn-4-(3,4-deH-Pip) 




1-2645 


4-F-Ph 


4-Pyr 


l-Phet-4-(3,4-deH-Pip) 




1-2646 1 


4-F-Ph 


4-Pyr 


l-(3-Ph-Pr)-4-(3,4-dcH-Pip) 


20 


1-2647 j 


4-F-Ph | 


4-Pyr 


l-(4-Ph-Bu)-4-(3,4-deH-Pip) 




1-264S 


4-F-Ph 


4-Pyr 


l-Allyl-4-(3,4-deH-Pip) 




1-2649 


4-F-Ph 


4-Pyr 


1 -Propargyl-4-(3,4-deH-Pip) 


25 


1-2650 


4-F-Ph 


4-Pyr 


2^,6,6-tctraMe-4-(3,4-deH- 
Pip) 




1-2651 


4-F-Ph 


4-Pyr 


1 ,2,2,6,6-pentaMe-4-(3,4-deH- 


30 








Pip) 




1-2652 


4-F-Ph 


4-Pyr 


1 ,2 ? 2,6,6-pentaMe-4-Pip 




1-2653 


4-F-Ph 


4-Pyr 


7-(l,2,3,5,6,8a-hexaH-Ind) 


35 


1-2654 


4-F-Ph 


4-Pyr 


7-(l,2,3,5,8,8a-hexaH-Ind) 




1-2655 


4-F-Ph 


4-Pyr 


7-octaH-Ind 




1-2656 


4-F-Ph 


4-Pyr 


8-(l,3,4,6,7,9a-hexaH-2H-Qui) 


40 


1-2657 


4-F-Ph 


4-Pyr 


8-(l ,3,4,6,9,9a-hexaH-2H-Qui) 




1-2658 


4-F-Ph 


4-Pyr 


8-octaH-Qui 




1-2659 


4-F-Ph 


4-Pyr 


2,2-diMe-4-(3 ,4-deH-Pip) 


45 


1-2660 


4-F-Ph 


4-Pyr 


1 ,2,2-triMe-4-(3,4-deH-Pip) 




1-2661 


4-F-Ph 


4-Pyr 


2,2-diMe-4-(4,5-deH-Pip) 




1-2662 


4-F-Ph 


4-Pyr 


1 ,2,2-triMe-4-(4,5-deH-Pip) 


50 


1-2663 


4-F-Ph 


4-Pyr 


2,6-diMe-4-(3 ,4-deH-Pip) 




1-2664 


4-F-Ph 


4-Pyr 


1 ,2,6-triMe-4-(3,4-deH-Pip) 




1-2665 


4-F-Ph 


4-Pyr 


2-Me-4-(3,4-deH-Pip) 


55 


1-2666 


4-F-Ph 


4-Pyr 


1 ^-diMe-4-(3 ,4-deH-Pip) 
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5 


Compound 
No. 


R 1 


I R 2 


R 3 




1-2667 


4-F-Ph 


4-Pyr 


1 -Et-^-Me-4-f3 4-deH-Pit> , l 




1-2668 


4-F-Ph 


4-Pyr 


1 -Pr- 7 -Me-4-f3 4-deH-Pin> 


10 


1-2669 


4-F-Ph 


! 4-Pyr 


1 -Bu-^-Me-4-H 4-deH-Pini 




1-2670 


4-F-Ph 


! 4-Pyr 


1 -Phet-2-Me-4-n 4-deH-Pin* 




1-2671 


4-F-Ph 


i 4-Pyr 


2-Et-4-H 4~deH-Pin i 

X. J— »t t ^_7,*T— UtJ 1 i ILI ^ 


15 


1-2672 


4-F-Ph 


4-Pyr 






1-2673 


4-F-Ph 


4-Pyr 


1 2-HiFt-A./"} A-H^W Pi«i 




1-2674 


4-F-Ph 


4-Pyr 




20 


1-2675 


4-F-Ph 


4-Pyr 






1-2676 


4-F-Ph 


4-Pw 






1-2677 


4-F-Ph 


4-Pyr 




25 


1-2678 


4-F-Ph 


4-Pyr 


i ivic-«;*r i — *t-^^ ,*+— vie n.-i IP/ 




1-2679 


4-F-Ph 


4-Pyr 


l-Et-2-Pr-4-n 4-dpH-Pini 




1-2680 


4-F-Ph 


4-Pyr 


1 2-riiPr-4-*"} 4-HeH-Pini 


30 


1-2681 


4-F-Ph 


4-Pyr 


1-ftii-2-Pr-4-f} d-HpH-Pinl 
i -.du-^-i i -*t-^_j ,*t ucn -x ip J 




1-2682 


4-F-Ph 


4-Pyr 


i * lici — ri *t yj> j*t"ucn rip y 




1-2683 


4-F-Ph 


4-Pyr 


fc*ou-*t-^,*t-ucn*r ip i 


35 


1-2684 


4-F-Ph 


4-Pyr 


1 -Me-2-Ru-4-n 4-Hp-H.Pin^ 




1-2685 


4-F-Ph 


4-Pyr 


1 -Ft-7-Ptii-i±_f ^ A-H^W Vin\ 

i L-i <i"D u-*t-^ j ,^-ucri.-i ip J 




1-2686 


4-F-Ph 


4-Pyr 




40 


1-2687 


4-F-Ph 


4-Pyr 


i»* uiDU-n - ^ J,*t-vlcn-Jr ip J 




1-2688 


4-F-Ph 


4-Pyr 


1 -Phpt-2- , Rn-4-n A-H*>FI p;«\ 




1-2689 


4-F-Ph 


4-Pyr 




45 


1-2690 


4-F-Ph 


4-Pyr 


1 -Me.-2- All A-HpH Pirk\ 

l jTic ^ r^.i i y 1— *t— y-j >*t UCn— a Ip 1 




1-2691 


4-F-Ph 


4-Pyr 






1-2692 


4-F-Ph 


4-Pyr 


l-Pr-2-Allyl-4-(3,4-deH-Pip) 


50 


1-2693 


4-F-Ph 


4-Pyr 


1 -Bu-2-AHyl-4-{3 ,4-deH-Pip) 




1-2694 


4-F-Ph 


4-Pyr 


1 -Phet-2-Allyl-4-(3,4-deH-Pip) 




1-2695 


4-F-Ph 


4-Pyr 


2-Bn-4-(3,4-deH-Pip) 


55 


1-2696 


4-F-Ph 


4-Pyr 


1 -Me-2-Bn-4-(3,4-deH-Pip) 
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Confound 


R 1 


R 2 


R 3 


5 


No. 










i -zoy / 


4-F-Ph 


4-Pvr 


l-Et-2-Bn-4-(3,4-deH-Pip) 




1 7 AOR 


A-F-Ph 


4-Pvr 


l-Pr-2-Bn-4-(3,4-deH-Pip) 


10 


1 "ZU77 




4-Pvr 

~ 1 Jt 1 


l-Bu-2-Bn-4-(3,4-deH-Pip) 




i 77nn 
J -z /uu 


A-F-Ph 

*T I III 


4-Pvr 
try i 


1 -Phet-2-Bn-4-(3 ,4-deH -Pip) 




J -Z / U 1 


4-F-Ph 


4-Pvr 


2-Phet-4-(3,4-deH-Pip) 


15 


I -Z / uZ 


A-F-Ph 
*r-r-A 11 


4-Pvr 


1 -Me-2-Phet-4-(3,4-deH-Pip) 




I -Z 


4-F-Ph 


4-Pvr 


1 -Et-2-Phet-4-(3,4-deH-Pip) 




1 77AA ! 

1-Z /U**T i 


4-F-Ph 


4-Pvr 


1 -Pr-2-Phet-4-(3,4-deH-Pip) 


20 


1-Z /lO 


A F-Ph 


4-Pvr 

*r-x yi 


1 -Bu-2-Phet-4-(3,4-deH-Pip) 




1 77HA 


a F-Ph 


4-Pvr 


1 _2-diPhet-4-(3.4-deH-Pip) 




1-2707 


4-F-Ph 


4-Pyr 


2-Me-4-(4,5-deH-Pip) 


25 


1-2708 


4-F-Ph 


4-Pyr 


U-diMe-4-(4,5-deH-Pip) 




1-2709 


4-F-Ph 


4-Pyr 


1 -Et-2-Me-4-(4,5-deH-Pip) 


~- 


1-2710 


4-F-Ph 


4-Pyr 


1 -Pr-2-Me-4-(4,5-deH-Pip) 


30 


1-2711 


4-F-Ph 


4-Pyr 


1 -Bu-2-Me-4-(4,S-deH-Pip) 




1 771 7 
1 -Z / 1 Z 


A F-Ph 


4-Pvr 
*t a yi 


1 -Phet-2-Me-4-(4.5-deH-Pip) 


- 


1 Z ' 1 J 


4-F-Ph 

*T— A A 11 


4-P>T 


2-Et-4-(4.5-deH-Pip) 


35 


1 771A 
1 -Z / J 


A-F-PH 
*f-.r -ill 


4-Pvr 
*t— a y l 


1 -Me-2-Et-4-(4,5-deH-Pip) 




1 771 S 
l-Z / 1-3 


4-F-Ph 


4-Pvr 


1 2-diEt-4-(4,5-deH-Pip) 




1 77l£ 

1 "Z / I V 


4-F-Ph 


4-Pvr 


1 -Pr-2-Et-4-(4,5-deH-Pip) 


40 


1 -771 7 
1 -z / 1 / 


4-F-Ph 

*T X 11 


4-Pvr 


1 -Bu-2-Et-4-(4,5-deH-Pip) 




1 -771 55 
1 -Z / 1 o 


4-F-Ph 

*r-.T x 11 


4-Pvr 


1 -Phet-2-Et-4-(4,5-deH-Pip) 




1-771Q 

1 -Z / 1 Zf 


4-F-Ph 

*T"A A 11 


4-Pvr 


2-Pr-4-(4,5-deH-Pip) 


45 


1-7770 


4-F-Ph 

*T X X 11 


4-Pvr 


1 -Me-2-Pr-4-(4,5-deH-Pip) 






4-F-Ph 

*T AT All 


4-Pyr 


1 -Et-2-Pr-4-(4,5-deH-Pip) \ 




1-2722 


4-F-Ph 


4-Pyr 


1 ,2-diPr-4-(4,5-deH-Pip) 


50 


1-2723 


4-F-Ph 


4-Pyr 


l-Bu-2-Pr-4-(4,5-deH-Pip) 




1-2724 


4-F-Ph 


4-Pyr 


l-Phet-2-Pr^-(4,5-deH-Pip) 




1-2725 


4-F-Ph 


4-Pyr 


2-Bu-4-(4,5-deH-Pip) 


55 


1-2726 


4-F-Ph 


4-Pyr 


1 -Me-2-Bu-4-(4,S-deH-Pip) 
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5 


Compound 

No 


R 1 


R 2 


R 3 




1-2727 


4-F-Ph 


4-Pvr 


1 -Pt-^-Ri 1-4-/4 5-deH-Pmi 




1-2728 


4-F-Ph 


4-Pvr 


! 1 .Pt-7-Rij-4-/4 S-rieH-Pirrt 
i "n u-^T^n , j*ucn ipj 


1 u 


1-2729 


4-F-Ph 


4-Pvr 


1 .X -vllxJ U -*r-^*t , ~U Cii -x ip y 




1-2730 


4-F-Ph 


4-Pvr 






1-2731 


4-F-Ph 


4-Pvr 


; ?«All\/l-4-f4 ^_Hf>T4JPiWl 


15 


1-2732 


! 4-F-Ph 


4-Pvr 


i i*ivic-x-Aiijri"*t*^*t,^-Qcri-ripj 




1-2733 


4-F-Ph 


4-Pvr 


1 I.Pt 9 A 1Uf1_4 (A * ^<»T4 p;*%\ 




1-2734 


4-F-Ph 


4-Pvr 

T X Jk 


i -x r-x-/\iiyi-^-^M,j-ueri-rip^ 




1-2735 


4-F-Ph 


4-Pyr 


IJRn A IK;1_4 /4 ^ rl^tJ p;—\ 




1-2736 


4-F-Ph 


4-Pvr 


i x nci-x-^iiyi-^-^H,^-^cii-i ip ) 




1-2737 


4-F-Ph 


4-Pvr 


a-xjII— *r-^*»,_?— ClCxl-x ip y 




1-273S 


' 4-F-Ph 


4-Pvr 


1 -lYie-^-on-^r-^, J-uCxl-"ip ) 




1-2739 


4-F-Ph 


4-Pvr 


i -Xil-^-I5Il-^^H,^-UCri- i rip J 




1-2740 


4-F-Ph 


4-Pyr 


1 Pr 9 Ri-i_A_f.4 ^ Di«\ 

j -i^r-x-t>ii-*t-^**, j-aeri-rip y 


30 


1-2741 


4-F-Ph 




1 A (A Z_A*>T-I p««t\ 
1 -I3U-Z-on-*^^,3-<JCil-r ip j 




1-2742 


4-F-Ph 


4-Pvr 


i -i^nei-z-on-^-^**,3-aeri-i*ip < ) 




1-2743 


4-F-Ph 


4-Pvr 


x-x^nei-*+--^,D-aeri-i'ip ,/ 


35 


1-2744 


4-F-Ph 


4-Pvr ! 


i -ivic-z-i'aci-^-^Hy^-aeri-.rip j 




1-2745 


4-F-Ph 


4-Pvr 


i -x^i-z-i^nei-^-\H,D-acri-r^ip y 




1-2746 


4-F-Ph 


4-Pvr 




40 


1-2747 


4-F-Ph 


4-Pvr 


1 -T}n-?-Phf»t-4-/4 PirV\ 
* •xju-x-x^iict-^T-^*T,^-ucri-x ip J 




1-2748 


4-F-Ph 


4-Pvr 

< 






1-2749 


4-F-Ph 


2-NH5-4-Pvm 

* i A Till 




45 


1-2750 


4-F-Ph 


2-NH*>-4-Pvm 


ivicixn v^xx 2 V^^ivic ) 2^11. 2 




1-2751 


4-F-Ph 


2-NH->-4-Pvm 


iiii>ixi-v»ri 2 v-'V iV ^ j 2 ^n 2 




1-2752 


4-F-Ph 


2-NH 2 -4-Pym 


Me2N-CH 2 C(Me) 2 CH2 


50 


1-2753 


4-F-Ph 


2-NH 2 -4-Pym 


3-(3,4-deH-Pip) 




1-2754 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-(3,4-deH.Pip) 




1-2755 


4-F-Ph 


2-NH 2 -4-Pym 


l-Et-4-(3,4-deH-Pip) 


55 


1-2756 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pr-4-(3,4-deH-Pip) 
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Compound 


• 

R' 


R 2 


R 


5 


NO. 










1-^757 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pr-4-Pip 




1-2758 


4-F-Ph 


2-NH:-4-Pym 


l.iPr-4-(3,4-deH-Pip) 


10 


1-2759 


4-F-Ph 


2-NH 2 -4-Pyni 


l-iPr-4-Pip 




1-2760 j 


4-F-Ph 


2-NH 2 -4-Pym 


l-Bu-4-(3,4-deH-Pip) 




1-2761 i 

i 


4-F-Ph 


2-NH>-4-Pym 


l-lBu-4-(3,4-deH-Pip) 


15 


1-2762 j 4-F-Ph 


2-NH>-4-Pvm 


l-Pn-4-(3,4-deH-Pip) 




1-2763 


4-F-Ph 


2-NH->-4-Pvni 


l-Hx-4-(3,4-deH-Pip) 




1-2764 


4-F-Ph 


2-NH 2 -4-Pym 


l-Hp-4-(3,4-deH-Pip) 


20 


1-2765 


4-F-Ph 


2-NH2-4-Pym 


]-Oc-4-(3,4-deH-Pip) 




1-2766 


4-F-Ph 


2-NH:-4-Pym 


l-Nn-4-(3,4-deH-Pip) 




1-2767 


4-F-Ph 


2-NH 2 -4-Pym 


l. c p r .4-(3,4-deH-Pip) 


25 


1-2768 


4-F-Ph 


2-NH 2 -4-Pym 


l-cPn-4-(3,4-deH-Pip) . 




1-2769 


4-F-Ph 


2-NH 2 -4-Pym 


]-cHx-4-(3,4-deH-Pip) 


- 


1-2770 


4-F-Ph 


2-NH-- 4-Pvm 


l.Bn-4-(3,4-deH-Pip) 


30 


1-2771 


4-F-Ph 


2-NH 2 -4-Pym 


l-Phet-4-(3,4-deH-Pip) 




1-2772 


4-F-Ph 


0 KTM^ A Pvm 
JL - in rl 2 - r ym 


i ,.<"*-Ph-Pr > .-4-.'3 4-deH-PiD^ ' 




1-2773 


4-F-Ph 


2-NH^-4-Pvm 


1 -(4-Ph-Bu)-4-(3,4-deH-Pip) 


35 


1-2774 . 


4-F-Ph 


2-NH 2 -4-Pym 


l-Allyl-4-(3,4-deH-Pip) 




1-2775 


4-F-Ph 


^-NH?-4-Pvm 


1 -Propargyl-4-(3,4-deH-Pip) 




1-2776 


4-F-Ph 


2-NH?-4-Pvm 


2,2,6,6-tetraMe-4-(3,4-deH- 


40 








Pip) 


_ 


1-2777 


4-F-Ph 


2-NH?-4-Pvm 


1 ,2,2,6,6-pentaMe-4-(3,4-deH- 
Pip) 


45 


1-2778 


4-F-Ph 


2-NH 2 -4-Pym 


1 ,2,2,6,6-pentaMe-4-Pip 




1-2779 


4-F-Ph 


2-NH 2 -4-Pym 


7-(l ,2,3,5,6,8a-hexaH-Ind) 




1-2780 


4-F-Ph 


2-NH 2 -4-Pym 


7-(U,3,5,8,8a-hexaH-lnd) 


50 


1-2781 


4-F-Ph 


2-NH 2 -4-Pym 


7-octaH-Ind 




1-2782 


4-F-Ph 


2-NH 2 -4-Pym 


8-( 1 ,3,4,6,7,9a-hexaH-2H-Qui) 




1-2783 


4-F-Ph 


2-NH 2 -4-Pym 


8-( 1 ,3,4,6,9,9a-hexaH-2H-Qui) 


55 


1-2784 


4-F-Ph 


2-NH 2 -4-Pym 


8-octaH-Qui : 
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5 


Compound 
No. 


1 

t 

! R' 




1 

R 3 




1-2785 


4-F-Ph 


2-NH : _4-Pym 


2,2-diMe-4-(3,4-deH-Pip) 




1-2786 


; 4-F-Ph 

i 


2-NH,-4-Pym 


1 ~> 2-triMe-4-n 4-deH-PiD^ 


10 


1-2787 


: 4-F-Ph 

i 


2-NH ; -4-Py m 


2 2-diMe-4-(4 5-deH-Pin) 




1-2788 


4-F-Ph 


2-NH 2 -4-Pym 


1 ^-triMe-4-f4 5-deH-PiDi 




1-2789 


4-F-Ph 


2-NH2-4-Pym 


2,6-diMe-4-{3 4-deH-PiD) 


75 


1-2790 


4-F-Ph 


2-NH 2 -4-Pym 


1 6-triMe-4~f3 4-deH-Pin^ 




1-2791 


4-F-Ph 


2-NH;-4-Pym 


2-Me-4-(3 4-deH-Pitrt 




1-2792 


4-F-Ph 


2-NH;-4-Pym 


1 2-di2Vle-4-f3 4-deH-Pio) ! 

A}*- VaAAVA^, » yjj*T Uwll 1 if-'/ 


20 


1-2793 


4-F-Ph 


2-NH:-4-Pym 


l-Et-2-Me-4-G 4-deH-Pitrt i 




1-2794 


4-F-Ph 


2-NH 2 -4-P>m 


1 -Pr-2-Me-4-G 4-deH-Pio > 




1-2795 


4-F-Ph 


2-NH;-4-P>TO 


1 -Bu-2-Me-4-f3 4-deH-Pio) 


25 


1-2796 


4-F-Ph 


2-NH 2 -4-Pym 


l-Phet-2-Me-4-G 4-deH-P.D , l 




1-2797 


4-F-Ph 


2-NH 2 -4-P>m 


2-Et-4-(3,4-deH-Pip) 




1-2798 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Me-2-Et-4-(3,4-deH-Pip) 


30 


1-2799 


4-F-Ph 


2-NH 2 -4-Pym 


U-diEt-4-(3,4-deH-Pip) 




1-2800 


4-F-Ph 


2-NH : -4-P>-m 


1 -Pr-2-Et-4-(3,4-deH-Pip) 




1-2801 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Bu-2-Et-4-(3,4-deH-Pip) 


35 


1-2802 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Phet-2-Et-4-f3 4-deH-Pir»1 




1-2803 


4-F-Ph 


2-NH 2 -4-Pym 


2-Pr-4-(3 4-deH-Pm> 


40 


1-2804 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Me-^-Pr-4-f 3 4-deH-Pini 


1-2805 


4-F-Ph 


2-NH 2 -4-Pym 






1-2806 


4-F-Ph 


2-NH 2 -4-Pym 


1 2-diPr-4-f3 4-deH-Pm. 




1-2807 


4-F-Ph 


2-NH 2 -4-Pym 


l-Bu-2-Pr-4-n 4-deH-Pini 


45 


1-2808 


4-F-Ph 


2-NH 2 -4-Pym 


l-Phet-?-Pr-4-(3 4-deH-Pin> 




1-2809 


4-F-Ph 


2-NH 2 -4-Pym 


2-Bu-4-C3 4-deH-Pirrt 




1-2810 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Me-2-Bu-4-(3,4-deH-Pip) 


50 


1-2811 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Et-2-Bu-4-(3,4-deH-Pip) 




1-2812 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Pr-2-Bu-4-(3,4-deH-Pip) 




1-2813 


4-F-Ph 


2-NH 2 -4-Pym 


1 ,2-diBu-4-(3 ,4-deH-Pip) 


55 


1-2814 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Phet-2-Bu-4-(3,4-deH-Pip) 
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Compound 
No. 


R 1 




R 3 




1-2815 


4-F-Ph 


2-NH 2 -4-Pym 


2-Allyl-4-(3 ,4-deH-Pip) 




1-2816 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-2-Allyl-4-(3.4-deH-Pip) 


10 


1-2817 


4-F-Ph 


2-NH 2 -4-Pym 


l-Et-2-Allyl-4-(3,4-deH-Pip) 




1-2818 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pr-2-Allyl-4-(3,4-deH-Pip) 




1-2819 


4-F-Ph 


2-NH 2 -4-Pym 


l-Bu-2-Allyl-4-(3,4-deH-Pip) 


'5 


1-2S20 


4-F-Ph 


2-NH 2 -4-Pym 


l-Phet-2-Allyl-4-(3,4-deH-Pip) 




1-2821 


4-F-Ph 


2-NH 2 -4-Pym 


2-Bn-4-(3,4-deH-Pip) 




1-2822 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Me-2-Bn-4-( 3 ,4-deH-Pip) 


20 


1-2823 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Et-2-Bn-4-(3 ,4-deH -Pip) 




1-2824 


4-F-Ph 


2-NH 2 -4-Pyni 


l-Pr-2-Bn-4-(3,4-deH-Pip) 




1-2825 


4-F-Ph 


2-NH 2 -4-Pym 


l-Bu-2-Bn-4-(3,4-deH-Pip) 


25 


1-2826 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Phet-2-Bn-4-(3,4-deH-Pip) 




1-2827 


4-F-Ph 


2-NH 2 -4-Pym 


2-Phet-4-(3,4-deH-Pip) 




1-2828 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Me-2-Phet-4-(3,4-deH-Pip) 


30 


1-2829 


4-F-Ph 


2-NH 2 -4-Pym 


l-Et-2-Phet-4-(3,4-deH-Pip) 




1-2830 


4-F-Ph • 


2-NH 2 -4-Pym 


l-Pr-2-Phet-4-(3,4-deH-Pip) 




1-2831 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Bu-2-Phet-4-(3,4-deH-Pip) 


35 


1-2832 


4-F-Ph 


2-NH 2 -4-Pym 


1 ,2-diPhet-4-(3 ,4-deH-Pip) 




1-2833 


4-F-Ph 


2-NH 2 -4-Pym 


2-Me-4-(4,5-dcH-Pip) 




1-2834 


4-F-Ph 


2-NH 2 -4-Pym 


1 ,2-diMe-4-(4,5-deH-Pip) 


40 


1-2835 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Et-2-Me-4-(4,5-deH-Pip) 




1-2836 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Pr-2-Me-4-(4,5-deH-Pip) 




1-2837 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Bu-2-Me-4-(4,5-deH-Pip) 


45 


1-2838 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Phet-2-Me-4-(4,5-deH-Pip) 




1-2839 


4-F-Ph 


2-NH 2 -4-Pym 


2-Et-4-(4,5-deH-Pip) * 




1-2840 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Me-2-Et-4-(4,5-deH-Pip) 


50 


1-2841 


4-F-Ph 


2-NH 2 -4-Pym 


l,2-diEt-4-(4,5-deH-Pip) 




1-2842 


4-r-rh 


Z-Nn 2 -4-rym 


1 T>r *) "Pt_A fA ^ H*»W-Pirk\ 
J -l^i-Z-I-.i-*r-^*»,3-Ciexi-i lp / 




1-2843 


4-F-Ph 


2-NH 2 -4-Pym 


l-Bu-2-Et-4-(4,5-deH-Pip) 


55 


1-2844 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Phet-2-Et-4-(4,5-deH-Pip) 
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5 


Compound 
No. 


R* 


R 2 


R 3 




1-2845 


4-F-Ph 


] 2-NH 2 -4-Pym 


2-Pr-4-f4 S-deH-Pin) 




1-2846 


4-F-Ph 


! 2-NH 2 -4-Pym 


\ l-Me-2-Pr-4-(4 5-deH-PiDi 


10 


1-2847 


4-F-Ph 


i 2-NH 2 ~4-Pym 


• l-Et-^-Pr-4-f4 5-deH-PirO 




1-2848 


4-F-Ph 


2-NH 2 -4-Pym 


! 1 ^-diPr-4-<4 S-deH-Pm i 




1-2849 


4-F-Ph 


2-NH 2 -4-Pym 




15 


1-2850 


4-F-Ph 


2-NH 2 -4-Pym 


1 l-Phet-^-Pr-4-^4 5-deH-Pini 

I 




1-2851 


4-F-Ph 


2-NH 2 -4-Pym 


! 2-Bu-4-(4 5-deH-Pinl 




1-2852 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-2-Bu-4-f4 S-deH-PirA 


20 


1-2853 


4-F-Ph 


2-NH 2 -4-Pym 


l-Et-2-Bu-4-C4 5-deH-PiD^ 1 




1-2854 


4-F-Ph 


2-NH 2 ~4-Pym 


l-Pr-2-Bu-4-f4 5-deH-Pin, 




1-2855 


i 4-F-Ph 


2-NH->-4-Pvm 


x^*uixju~*T** v *t,^~LiCxi*x ip J 


25 


1-2856 


4-F-Ph 


2-NH->-4-Pvm 






1-2857 


4-F-Ph 


2-NH 2 -4-Pym 


7 -AIlvi-4-f4 S-deH-Pini 




1-2858 


4-F-Ph 


2-NH?-4-Pvm 


l-Me-2-Allv1-4-M ^-H^H-Pini 


30 


1-2859 


4-F-Ph 


2-NH 2 -4-Pym 


l-Et-2-Allvi-4-f4 S-dpT-UPini 




1-2860 


4-F-Ph 


2-NH 2 -4-Pym 


]-Pr-2-Allvl-4-f4 S-deH-Pmi 




1-2861 


4-F-Ph 


2-NH>-4-Pvm 


1 -Rn-2-Allvl-4-f4 ^-def-UPini 


35 


1-2862 


4-F-Ph 


2-NH 2 -4-Pym 


l-Phet-2-Allvl-4-i'4 S-deH-Pini 




1-2863 


4-F-Ph 


2-NH 2 -4-Pym 


2-Bn-4-f4 5-deH-Pini 




1-2864 


4-F-Ph 


2-NH 2 -4-P>tti 


1 -Me-2-Bn-4-(4 S-deH-Pini 


40 


1-2865 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Et-2-Bn-4-f4 S-deH-Pir> i 




1-2866 


4-F-Ph 


2-NH 2 «4-Pym 


1 -Pr-2-Bn-4-f 4 S-HeH-Pfrrt 




1-2867 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Bu-2-Bn-4-(4 5-dpH-Pirii 

■» aju i» ajii ~ v *t,-/~vicrx x ip I 


45 


1-2868 


4-F-Ph 


2-NH 2 -4-Pyin 


1 -Phet-2-Bn-4-f4 S-HeH-Pin i 




1-2869 


4-F-Ph 


2-NH 2 -4-Pyrn 


2-Phet-4-f4 S-deH.PirA 




1-2870 


4-F-Ph 


2-NH 2 -4-Pyrn 


1 -Me-2-Phet-4-(4,5-deH-Pip) 


50 


1-2871 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Et-2-Phet-4-(4,5-deH-Pip) 




1-2872 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Pr-2-Phet-4-(4,5-deH-Pip) 




1-2873 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Bu-2-Phet-4-(4,5-deH-Pip) 


55 


1-2874 


4-F-Ph ; 


2-NH 2 -4-Pym 


1 ,2-diPhet-4-(4.5-deH-Pip) 



120 

BNSDOCID: <EP 1243569 A 1_l_> 







• 


EP 1 243 589 A1 


• 


5 


i 

Compound 

No. 




s 

R 2 


R 3 




1-2875 


4-F-Ph 


2-MeNH-4-Pym 


H 2 N-CH 2 C(Me) 2 CH 2 




1-2876 


4-F-Ph 


2-MeNH-4-Pym 


MeNH-CH 2 C(Me) 2 CH 2 


10 


1-2877 


4-F-Ph 


2-MeNH-4-Pym 


EtNH-CH 2 C(Me) 2 CH 2 




1-2878 J 


4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-CH 2 C(Me) 2 CH 2 




1-2879 


4-F-Ph 


2-MeNH-4-Pym 


3-(3,4-deH-Pip) 


15 


1-2880 


4-F-Ph 


2-MeKH-4-Pym 


l-Me-3-(3,4-deH-Pip) 




1-2881 


4-F-Ph 


2-MeNH-4-Pym 


l-Et-4-(3,4-deH-Pip) 




1-2882 


4-F-Ph 


2-MeNH-4-Pym 


l-Pr-4-(3,4-deH-Pip) 


20 


1-2883 


4-F-Ph 


2-MeNH-4-Pym 


l-Pr-4-Pip 




1-2884 


4-F-Ph 


2-MeNH-4-Pym 


l-iPr-4-(3,4-deH-Pip) 




1-2885 


4-F-Ph 


2-MeNH-4-Pyrn 


l-iPr-4-Pip 


25 


1-2886 


4-F-Ph 


2-MeNH-4-Pym 


l-Bu-4-(3,4-deH-Pip) 




1-2887 


4-F-Ph 


2-MeNH-4-Pym 


l-tBu-4-(3,4-deH-Pip) 




1-2888 


4-F-Ph 


2-MeNH-4-Pym 


l-Pn-4-(3,4-deH-Pip) 


30 


1-2889 


4-F-Ph 


2-MeNH-4-Pym 


l-Hx-4-(3,4-deH-Pip) 




1-2890 


4-F-Ph 


2-MeNH-4-Pym 


l-Hp-4-(3,4-deH-Pip) 




1-2891 


4-F-Ph 


2-MeNH-4-Pym 


l-Oc-4-(3,4-deH-Pip) 


35 


1-2892 


4-F-Ph 


2-MeNH-4-Pym 


l-Nn-4-(3,4-deH-Pip) 




1-2893 


4-F-Ph 


2-MeNH-4-Pym 


l-cPT-4-(3,4-deH-Pip) 




1-2894 


4-F-Ph 


2-MeNH-4-Pym 


l-cPn-4-(3,4-deH-Pip) 


40 


1-2895 


4-F-Ph 


2-MeNH-4-Pym 


l-cHx-4-(3,4-deH-Pip) 




1-2896 . 


4-F-Ph 


2-MeNH-4-Pym 


l-Bn-4-(3,4-deH-Pip) 




1-2897 


4-F-Ph 


2-MeNH-4-Pym 


l-Phet-4-(3,4-deH-Pip) 


45 


1-2898 


4-F-Ph 


2-MeNH-4-Pym 


1 -(3-Ph-Pr)-4-(3,4-deH-Pip) 




1-2899 


4-F-Ph 


2-MeNH-4-Pym 


1 -(4-Ph-Bu)-4-(3,4-deH-Pip) 




1-2900 


4-F-Ph 


2-MeNH-4-Pym 


l-Allyl-4-(3,4-deH-Pip) 


50 


1-2901 


4-F-Ph 


2-MeNH-4-Pym 


1 -Propargyl-4-(3,4-deH-Pip) 




1-2902 


4-F-Ph 

• 


2-MeNH-4-Pym 


2,2,6,6-tetraMe-4-(3,4-deH- 
Pip) 


55 
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Compound 

ISO. 


I 

R 1 


R- 


R 3 


1-2903 


4-F-Ph 




i ^^,o,o-penuii\ie-^-(^,*f-cieri- 
ripj 


1 -2904 


4-F-Ph 


1Y-L^l>i.i 1— t— 1 Y 111 


l ♦^,z,o,o-peniajvie-*+-rup 


1-2905 


4-F-Ph 






1 -2906 


4-F-Ph 


ivicjn n— r— i yiii 


/-( i t 2,3,5,b,oa-nexarl-lnd) 


1-2907 


4-F-Ph 


2-MeNH-4-Pym 


7-octaH-Ind 


1-2908 


4-F-Ph 


2-McNH-4-Pym 


8-(UA6.7,9a-hexaH-2H-Qui) 


1-2909 


4-F-Ph 


2-MeNH-4-Pym 


8-( 1 ,3 ,4,6 ? 9,9a-hexaH-2H-Qui) 


1-2910 


4-F-Ph 


2-MeNH-4-Pym 


8-octaH-Qui 


1-2911 


4-F-Ph 


2-MeNH-4-Pym 


2,2-diMe-4-(3,4-deH-Pip) 


1-2912 


4-F-Ph 




l,^,z-tnMe-4-(^,4-aerl-Pip) 


1-2913 


4-F-Ph 


2-MeNH-4-Pym 


2,2-diMe-4-(4,5-deH-Pip) 


1-2914 


4-F-Ph 


2-MeNH-4-Pym 


1 ,2,2-triMe-4-(4,5-deH-Pip) 


1-2915 


4-F-Ph 


2-McNH-4-Pym 


2,6-diMc-4-(3,4-deH-Pip) 


1-2916 


4-F-Ph 


2-MeNH-4-Pym 


l,2,6-triMe-4-(3,4-deH-Pip) 


1-2917 


4-F-Ph 


2-MeNH-4-Pym j 2-Me-4-(3,4-deH-Pip) 


1-2918 


4-F-Ph 


2-MeNH-4-Pym 


1 ,2-diMe-4-(3,4-deH-Pip) 


1-2919 


4-F-Ph 


2-MeNH-4-Pyrn 


1 -Et-2-Me-4-(3,4-deH-Pip) 


1-2920 i 

! 


4-F-Ph 


2-MeNH-4-Pym 


1 -Pr-2-Me-4-(3,4-deH-Pip) 


1-2921 1 

i 


4-F-Ph 


2-MeNH-4-Pym 


1 -Bu-2-Me-4-(3,4-deH-Pip) 


1-2922 j 4-F-Ph 


2-MeNH-4-Pym 


1 -Phet-2-Me-4-(3,4-deH-Pip) 


1-2923 j 4-F-Ph 

i 


2-MeNH-4-Pym 


2-Et-4-(3,4-deH-Pip) 


1-2924 j 4-F-Ph 

I 


2-MeNH-4-Pym 


1 -Me-2-Et-4-(3,4-deH-Pip) 


1-2925 


4-F-Ph 


2-MeNH-4-Pym 


U-diEt-4-(3,4-deH-Pip) 


1-2926 


4-F-Ph 


2-MeNH-4-Pym 


1 -Pr-2-Et-4-(3,4-deH-Pip) 


1-2927 


4-F-Ph 


2-MeNH-4-Pym 


l-Bu-2-El-4-(3,4-deH-Pip) 


1-2928 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phet-2-Et-4-(3,4-deH-Pip) 


1-2929 


4-F-Ph 


2-MeNH-4-Pym 


2-Pr-4-(3,4-deH-Pip) 


1-2930 


4-F-Ph 


2-MeNH-4-Pym 


1 -Me-2-Pr-4-(3,4-deH-Pip) 


1-2931 


4-F-Ph 


2-MeNH-4-Pym 


1 -Et-2-Pr-4-(3,4-deH-Pip) 
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5 


Compound 
No. 


R' 


R 2 






1-2932 


4^F-Ph 


2-MeNH-4-Pym 


1 ,2-diPr-4-(3 ,4-dcH-Pip) 




1-2933 


4-F-Ph 


2-MeNH-4-Pym 


1 -Bu-2-Pr-4-(3,4-deH-Pip) 


10 


1-2934 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phet-2-Pr-4-(3.4-deH-Pip) 




1-2935 


4-F-Ph 


2-MeNH-4-Pym 


2-Bu-4-(3,4-deH-Pip) 




1-2936 


4-F-Ph 


2-MeNH-4-Pym 


1 -Me-2-Bu-4-(3,4-deH-Pip) 


15 


1-2937 


4-F-Ph 


2-MeNH-4-Pym 


1 -Et-2-Bu-4-(3,4-deH-Pip) 




1-2938 


4-F-Ph 


2-MeNH-4-Pym 


1 -Pr-2-Bu-4-(3,4-deH-Pip) 




1-2939 


4-F-Ph 


2-MeNH-4-Pym 


l,2-diBu-4-(3,4-deH-Pip) 


20 


1-2940 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phet-2-Bu-4-(3,4-deH-Pip) 




1-2941 


4-F-Ph 


2-MeNH-4-Pym 


2-Allyl-4-(3,4-deH-Pip) 




1-2942 


4-F-Ph ' ■ 


2-MeNH-4-Pym 


1 -Me-2-Allyl-4-(3,4-deH-Pip) 


25 


1-2943 


4-F-Ph 


2-MeNH-4-Pym 


1 -Et-2-Allyl-4-(3,4-deH-Pip) 




1-2944 


4-F-Ph 


2-MeNH-4-Pym \ l-Pr-2-Allyl-4-(3,4-deH-Pip) 


" 


1-2945 


4-F-Ph 


2-MeNH-4-Pym ■: l-Bu-2-Allyl-4-(3,4-deH-Pip) 


30 


1-2946 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phet-2-AUyl-4-(3.4-deH-Pip) 




1-2947 


4-F-Ph 


2-MeNH-4-Pym 


2-Bn-4-(3,4-deH-Pip) 




1-2948 


4-F-Ph 


2-MeNH-4-Pym 


1 -Me-2-Bn-4-(3,4-deH-Pip) 


35 


1-2949 


4-F-Ph 


2-MeNH-4-Pym 


1 -Et-2-Bn-4-(3,4-deH-Pip) 




1-2950 


4-F-Ph 


2-MeNH-4-Pym 


1 -Pr-2-Bn-4-(3.4-deH-Pip) 




1-2951 


4-F-Ph 


2-MeNH-4-Pym 


1 -Bu-2-Bn-4-(3,4-deH-Pip) 


40 




A P 

H-r-rll 


2-MeNH-4-Pym 


1 -Phet-2-Bn-4-(3,4-deH-Pip) 




1-2953 


4-F-Ph 


2-MeNH-4-Pym 


2-Phet-4-(3,4-deH-Pip) 




1-2954 


i 4-F-Ph 


2-MeNH-4-Pym 


1 -Me-2-Phet-4-(3,4-deH-Pip) 


45 


1-2955 


4-F-Ph 


2-MeNH-4-Pym 


1 -Et-2-Phet-4-(3,4-deH-Pip) 




1-2956 


4-F-Ph 


2-MeNH-4-Pym 


1 -Pr-2-Phet-4-(3,4-deH-Pip) 




1-2957 


4-F-Ph 


2-MeNH-4-Pym 


1 -Bu-2-Phel-4-(3,4-deH-Pip) 


SO 


1-2958 


4-F-Ph 


2-MeNH-4-Pym 


1 ,2-diPhet-4-(3,4-deH-Pip) 




1-2959 


4-F-Ph 


2-MeNH-4-Pym 


2-Me-4-(4,5-deH-Pip) 




1-2960 


4-F-Ph 


2-MeNH-4-Pym 


1 ,2-diMe-4-(4,5-deH-Pip) 


55 


1-2961 


4-F-Ph 


2-MeNH-4-Pym 


1 -Et-2-Mc-4-(4,5-deH-Pip) 



BNSOOCID: <EP 1243569A1_I_> 




EP 1 243 589 A1 



5 


Compound 


R ; 


R 2 


R 3 




1 -2962 


4-F-Ph 


^-MeNH-4-Pvm 

*m 1»A Wi^lX J *T X > 111 


1 -Pr 1 A (A ^_Hr»14 Pm i 






1 4-F-Ph 

j *T-I i XI 


• l>AdNjn~*T-x Jr 111 


1 Till *> /^i C H^LJ T>i n \ 


10 


1-2964 


. 4-F-Ph 


— ITlWlXll"^*! V4J1 


1 -PVi*>t 7 \vf^> A . / A ^.HM-I PiiVi 

j -x nci-«-ivic-^-^,j>-aeri-x^ip i 




1 -2965 


4-F-Ph 


X"i»ici>iij- **-x vm 


0 Pt A-l A < HoJ4 Pi«s\ 

z-iil-^-^H T >-aerl-r^ip ) 




1 -2966 


4-F-Ph 




1 Mo 7 Pt -A (A < rl/=»14 p;*>\ 

i -jvic-z-E.i- ,£ t-^H ? D-acri-r ip j 


15 


1-2967 


4-F-Ph 


0 _M eMT4-4-P vm 


1 rZ-aii^t-H^4,>-Qeri-Fip j 




1-2968 


4-F-Ph 


2-MeN*FU4-Pvm 

^ JUwiNi l *r*x y in 


i -x r-z-c,i-^-v^,->-uCri-i^ip ) 




1 -2969 


4-F-Ph 


2 -MeNH^.Pvm 

— jvivliii-*t*i Yul 


1 Tin 7 Pt A < /laU Di«\ 

1 -x3U-Z-x^I-4~(4,3-Gein-.rip J 


20 


1-2970 


4-F-Ph 


X*JVlCllll**T*i Ylll 


1 Pkot 0 Ct /i /AC J -TJ TJ ' \ 

1 -rnet-^-tt-4-(4,>-aerl-r'ipj 




1-2971 


4-F-Ph 


x iuci>n**r"r yiu 


z-rr-4-(4,>-aeri-.rip) 




1 -2972 


4-F-Ph 


?-MHSlH-J,-Pvm 


1 -ivie-2-l J r-4-(4p-aCri-x J ip i ) 


OK 


1 -2973 


4-F-Ph 


~i vi ci n rr-^T- sr ym 


i Pt o Pr a t a <. a**u t>;*«\ 




1-2974 


4-F-Ph 


*-iviciNn-*T - ryiii 


I ,z-QirT-4-(4,^-deii-rip) 




1-2975 


4-F-Ph 


9 -M eTsJl-T^d.P vm 


I -±>U-2-r'r-4-(4,C>-aerl-r > lp) 


30 


1-2976 


4-F-Ph 


2-MpTsTH-4-Pvm 


l -rnet-2-rr-4-(4,3-aerl-rip) 




1-2977 


4-F-Ph 

-T X 1 11 


jl -ivi cin n *+ - ,r ym 


^-l3ii-4-(4p-aeH-rip) 




1-2978 


4-F-Ph 


?-MpMH-A Pvm 


1 -Me--i-«DU-4-(4,->-aeri-r'ip) 




1-2979 


4-F-Ph 


x -ivi c l > ii -•+—x ym 


1 Pt *5 Qii A_/A ^ j ^tj tj:_\ 

1 -x3l-z-DU-4-^4,D-flerl-r^ipj 




1 -2980 


4-F-Ph 


^ ivi c*i ^ o-*t"i y 1 1 1 


1 Pr 0 Dm /I /j^ C A e*U T>;«%.\ 

i -rr-z-DU-^T-^,r>-aeri-"xp^ 




1-2981 


4-F-Ph 


^-MeNH-4-Pvm 


l •z-aiou-4-^4.i>-ucrl-i rf ipj 




1-2982 


4-F-Ph 


•*iviciin-*T"x ym 


1 Pliat 9 On A //I C j„u n - \ 

i -r nei-z-DU-4-(4,D-aerl- < ripj 




1-2983 


4-F-Ph 


Pvm 

x.-ivici>irx-*f-x ym 


z-Aiiyi-4-(4,D-oeH-i-'ip) 




1-2984 


4-F-Ph 




1 -lVlc-Z-/\IJy 1-4-^4,3-060-1^^) 


45 


1-2985 


4-F-Ph 


x ivi ci^i xi *+— i yii i 


1 Pt 0 A 1K#1 A 4 A C ^aTJ P;— ,\ 

l -ci-^-Aliyi-4-(4^-Qeri-l J ip ( ) 




1-2986 


4-F-Ph 


? -M eMH .A-P vm 
x -ivicinxi-*t-i y ill 


1 •x # r-2-Allyl-4-(4,^-aeri-rip) 




1-2987 


4-F-Ph 


2-MeNH-4-Pym 


I -Bu-2-Allyl-4-(4,5-deH-Pip) 


50 


1-2988 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phet-2-Ally l-4-(4,5-deH-Pip) 




1-2989 


4-F-Ph 


2-MeNH-4-Pym 


2-Bn-4-(4,5-deH-Pip) 




1-2990 


4-F-Ph 


2-MeNH-4-Pym 


1 -Me-2-Bn-4-{4,5-deH-Pip) 


55 


1-2991 


4-F-Ph 


2-MeNH-4-Pym 


1 -Et-2-Bn-4-(4,5-deH-Pip) 
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5 


^.UUilJULLULl 

No. 


R 


R 


i 

K 




1-2992 


4-F-Ph 


2-MeNH-4-Pym 


l-Pr-2-Bn-4-(4,5-deH-Pip) 




1-2993 


4-F-Ph 


2-MeNH-4-Pym 


l-Bu-2-Bn-4-(4,5-deH-Pip) 


10 


1 Jy* 


A-F-Ph 
rii 




l-Phet-2-Bn-4-(4.5-deH-Pip) 


! 


1 OQO^ 
J - J.7 7J 




0 -M p>TH -4-P vm 


2-Phet-4-(4 5-deH-Pip) 




i -_yyo 


A F PVi 




l-Me-2-Phet-4-(4 5-deH-Pip) 


15 


1 *_77 ,■ 


A-F-Ph 


X"*lVlCi.>x X""T 1 Jill 


1 -Et-2-Phet-4-(4,5-deH-Pip) 




1 *>00£ 


A F Ph 


9 vm 

X~ 1V1C1 > I I jrlll 


l-Pr-2-Phet-4-(4,5-deH-Pip) 




1 •J.yyy 


J. F PVi 

H-F -ill 


9 -"M ^ISTH -4-P vm 


l-Bu-2-Phet-4-(4,5-deH-Pip) 


20 


i-jUUU 


A F-Ph 


2-Me>JH-4-Pvm 


1 ^-diPhet-4-(4,5-deH-Pip) 




i mn l 
1 oUU 1 


A F Ph 




H->N-CH->CrMe^CH2 




J oUU_ 


4 F-Ph 


x. IN Xx2 ^ a Jr* 


MeNH-CH7C(Me)?CH-> 


25 


J - jUUj> 


A-F-Ph 


2-NH->-4-Pvr 


EtNH-CH2C(Me)2CH2 




J OUU4 


A F Ph 










4 F-Ph 
*+-r-i n 


?-XTH->-4-Pvr 
x. i > i 1 i * 


3-f3 4-deH-Pio) 


30 


1 'JAflA 
J -JUUO 


A F Ph 


2-Mf-U-4-Pvr 


l-Me-3-G 4-deH-Pip) 




1 ouu / 


J. F-Ph 


X 1MX2 * jr I 


1 -Et-4-f 3 4-deH-Pip) 1 




1 -innR 

1 OUUo 


A-F-Ph 
i 11 


x- i ^< x ±2 ~ •* 


1 -p r -4-(3,4-deH-Pip) 


35 


i i.nno 

1 - j\J\Jy 


J. F-Ph 


xi-iNxi2^^ ■* ^* 


l-P r -4-Pip 






*+-r i n 


2-NH->-4-Pvr 

xi inax2 ~ « J' 1 


1 -iPr-4-(3,4-deH-P!p) 




1 1 
1 - jU i 1 


A F-Ph 
*t-r-x n 


2-1\TH->-4-Pvr 

XV INI X2 ^ - 1 J I 


1 -iPr-4-Pip 


40 


1 -101 9 


4-F-Ph 


x» j ^ i *2 ™ 


1 -Bu-4-(3,4-deH-Pip) 






4-F-Ph 
h- r a li 


xi INXX2 ~ * jrl 


1 -tBu-4-f 3.4-deH-Pip) 




i iniA 


A-F-Ph 




l.Pn^-f3 4-deH-Pio) 


45 




4-F-Ph 

*T x A 11 


2-NH7-4-Pvr 


1 -Hx-4-(3 ,4-deH-Pip) 




1-3016 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Hp-4-(3,4-deH-Pip) 




1-3017 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Oc-4-(3 ,4-deH-Pip) 


50 


1-3018 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Nn-4-(3 ,4-deH-Pip) 




1-3019 


4-F-Ph 


2-NH 2 -4-Pyr 


l-cPr-4-(3,4-deH-Pip) 


55 


1-3020 


4-F-Ph 


2-NH 2 -4-Pyr 


l-cPn-4-(3 ,4-deH-Pip) 
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Z> 


Compound 
No. 


R' 


R 2 


R 5 




1-3021 


4-F-Ph 


2-NH 2 -4-Pyr 


l-cHx-4-H 4-deH-Pirrt 




1-3022 


4-F-Ph 


2-NH>-4-Pyr 


1 -Bn-4-(3 4-deH-Pin^ 


1 n 
lU 


1-3023 


4-F-Ph 


2-NH 3 -4-Pyr 


1 -Phet-4-H 4-deH-PirA 






4-F-Ph 


i. -j\n2^t-r yr 


l r r>4-(3 ,4-deH-Pip) 




1-3025 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -f 4-Ph-Bu V4~(3 4-d£*H-Pirrt 


15 


1-3026 


4-F-Ph 


2-MH 2 -4-Pyr 


l-Allyl-4-(3,4-deH-Pip) 




1-3027 


4-F-Ph 


2-NH>-4-Pvr 


1 -Prnnar<y\/1_A_/"* 4_st«»U Pin\ 




1-3028 


4-F-Ph 


2-NH->-4-Pvr 


^ ,o,o-icirafvic-*T-\ j ,4-ocn- 


20 












1-3029 


4-F-Ph 


2-NH^-4-Pvr 


Pin^ 


25 


1-3030 


4-F-Ph 


2-NH 2 -4-Pvr 






1-3031 


4-F-Ph 


2-NH 2 -4-Pyr 






1-3032 


4-F-Ph 


2-NH?-4-Pvr 


7-H 2 3 5 8 Ra-hpyaH Inrtt 
' "V 1 - , *o )Oa a ncAan-inQ ) 


30 • 


1-3033 


4-F-Ph 


2-NH?-4-Pvr 






1-3034 


4-F-Ph 


2-NH?-4-Pvr 






1-3035 


4-F-Ph 


2-NH?-4-Pyr 




35 


1-3036 


4-F-Ph 


2-NH 2 -4-Pyr 


8-OCtaH-Oui 




1-3037 


4-F-Ph 


2-NH 2 -4-Pyr 


2 2-diMe-4-(3 4-Hp>H_Pir^ 




1-3038 


4-F-Ph 


2-NH 2 -4-Pyr 


1 2 2-triMe-4-n 4-deH-Pirrt 


40 


1-3039 


4-F-Ph 


2-NH 2 -4-Pyr 


2 ^~diMp~4-/4 Pi*>\ 




1-3040 


4-F-Ph 


2-NH 2 -4-Pvr 


1 2 ?-TriMp*A-/A 5_H*»W Pint 




1-3041 


4-F-Ph 


2-NH 2 -4-Pyr 




40 


1-3042 


4-F-Ph 


2-NH 2 -4-Pyr 


1 2 6-tri'Mp*4-/'3 4 HpH X>ir\\ 




1-3043 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Me-4-H 4-HeH-Pir^ 




1-3044 


4-F-Ph 


2-NH 2 -4-Pyr 


1.2-diMe-4-(3,4-deH-Pip) 


50 


1-3045 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Me-4-(3,4-deH-Pip) 




1-3046 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-2-Me-4-(3,4-deH-Pip) 




1-3047 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Bu-2-Me-4-(3,4-deH-Pip) 


55 


1-3048 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Phet-2-Me-4-(3,4-deH-Pip) 
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R 1 
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1-3049 


4-F-Ph 


2-NH;-4-Pyr 


2-Et-4-(3.4-deH-Pip) 




1-3050 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Me-2-Et-4-(3 ,4-deH-Pip) 


10 


1-3051 


4-F-Ph 


2-NH 2 -4-Pyr 


U-diEt-4-(3,4-deH-Pip) 




1-3052 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-2-Et-4-(3,4-deH-Pip) 




1-3053 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Bu-2-Et-4-(3,4-dcH-Pip) 


15 


1-3054 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Phet-2-Et-4-(3,4-deH-Pip) 




1-3055 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Pr-4-(3,4-deH-Pip) 




1-3056 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-2-Pr-4-(3,4-deH-Pip) 


20 


1-3057 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Pr-4-(3 ,4-deH-Pip) 




1-3058 


4-F-Ph 


2-NH 2 -4-Pyr 


l,2-diPr-4-(3,4-deH-Pip) ! 




1-3059 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Bu-2-Pr-4-(3 ,4-deH-Pip) 


25 


1-3060 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Phet-2-Pr-4-(3,4-deH-Pip) 




1-3061 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Bu-4-(3,4-deH-Pip) 




1-3062 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-2-Bu-4-(3,4-deH-Pip) 


30 


1-3063 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Et-2-Bu-4-(3 ,4-deH-Pip) 




1-3064 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-2-Bu-4-(3,4-deH-Pip) 




1-3065 


4-F-Ph 


2-NH 2 -4-Pyr 


1 ,2-diBu-4-(3,4-deH-Pip) 


35 


1-3066 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Phet-2-Bu-4-(3,4-deH-Pip) 




1-3067 


4-F-Ph 


2-NH 2 -4-Pyr 


2- Allyl-4-(3 ,4-deH-Pip) 




1-3068 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Me-2-Allyl-4-(3 ,4-deH-Pip) 


40 


1-3069 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Allyl-4-(3,4-deH-Pip) 




1-3070 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-2-Allyl-4-(3,4-deH-Pip) 




1-3071 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Bu-2-Allyl-4-(3 ,4-deH-Pip) 


45 


1-3072 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Phet-2-AUyl-4-(3 ,4-deH-Pip) 




1-3073 


4-F-Ph 


2-NH^-Pyr 


2-Bn-4-(3 ,4-deH-Pip) 




1-3074 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-2-Bn-4-(3,4-deH-Pip) 


50 


1-3075 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Bn-4-(3 ,4-deH-Pip) 




1-3076 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-2-Bn-4-(3,4-deH-Pip) 




1-3077 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Bu-2-Bn-4-(3,4-deH-Pip) 


55 


1-3078 


4-F-Ph - 


2-NH 2 -4-Pyr 


l-Phet-2-Bn-4-(3,4-deH-Pip) 
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R 3 




1-3079 


; 4-F-Pb 


2-NH 2 -4-Pyr 


2-Phet-4-(3,4-deH-Pip) 




1-3080 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Me-2-Phet-4-(3,4-deH-Pip) 


10 


1-30S1 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Phet-4-(3,4-deH-Pip) 




1-3082 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Pr-2-Phet-4-(3,4-deH-Pip) 




1-30S3 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Bu-2-Phet-4-(3,4-deH-Pip) 


15 


1-3084 


4-F-Ph 


2-NH 2 -4-P>T 


1 ,2-diPhet-4-(3 ,4-deH-Pip) 




1-3085 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Me-4-(4,5-deH-Pip) 




1-3086 


4-F-Ph 


2-NH 2 -4-Pyr 


1 ,2-diMe-4-(4,5-deH-Pip) 


20 


1-3087 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Me-4-(4,5-deH-Pip) 




1-30S8 


4-F-Ph 


2-NH 2 -4-P>t 


1 -Pr-2-Me-4-(4,5-deH-Pip) 




1-30S9 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Bu-2-Me-4-(4,5-deH-Pip) 




1-3090 


4-F-Ph 


2-NH 2 -4-P>t 


1 -Phet-2-Me-4-(4,5-deH-Pip) 




1-3091 


4-F-Ph 


2-NH 2 -4-P>t 


2-Et-4-(4,5-deH-Pip) 




1-3092 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Me-2-Et-4-(4,5-deH-Pip) 


JU 


1-3093 


4-F-Ph 


2-NH 2 -4-P>t 


1 ,2-diEt-4-(4,5-deH-Pip) 




1-3094 


4-F-Ph 


2-NH 2 -4-P>t 


1 -Pr-2-Et-4-(4,5-deH-Pip) 




1-3095 


4-F-Ph 


2-NH 2 -4-P>t 


l-Bu-2-Et-4-(4,5-deH-Pip) 




1-3096 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Phct-2-Et-4-(4,5-dcH-Pip) 




1-3097 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Pr-4-(4,5-deH-Pip) 




1-3098 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Me-2-Pr-4-(4,5-deH-Pip) 


40 


1-3099 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Et-2-Pr-4-(4,5-deH-Pip) ! 




1-3100 


4-F-Ph 


2-NH 2 -4-Pyr 


l,2-diPr-4-(4,5-deH-Pip) 




1-3101 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Bu-2-Pr-4-<4,5-deH-Pip) 


45 


1-3102 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Phet-2-Pr-4-(4,5-deH-Pip) 




1-3103 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Bu-4-(4,5-deH-Pip) 




1-3104 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Me-2-Bu-4-(4,5-deH-Pip) 


50 


1-3105 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Bu-4-(4,5-deH-Pip) 




1-3106 


4-F-Ph 


2-NH 2 -4-Pyr j 


l-Pr-2-Bu-4-(4,5-deH-Pip) 




1-3107 


4-F-Ph 


2-NH 2 -4-Pyr 


l,2-diBu-4-(4,5-deH-Pip) ~~" 


55 


1-3108 


4-F-Ph 


2-NH 2 -4-Pyr 

.. 


l-Phet-2-Bu-4-(4,5-deH-Pip) 
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Compound 

No. 


R' 


•j 

R- 


R 


1-3109 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Allyl-4-(4.5-deH-Pip) 


1-3110 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Me-2-Allyl-4-(4,5-deH-Pip) 


1-3111 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-AUyl-4-(4,5-deH-Pip) 


1-3112 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Pr-2-Allyl-4-(4,5-deH-Pip) 


1-3113 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Bu-2-Allyl-4-(4,5-deH-Pip) 


1-3114 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Phet-2-Allyl-4-(4,5-deH-Pip) 


1-3115 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Bn-4-(4,5-deH-Pip) 


1-3116 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Mc-2-Bn-4-(4,5-dcH-Pip) 


1-3117 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Bn-4-(4,5-deH-Pip) 


1-3118 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Pr-2-Bn-4-(4,5-deH-Pip) 


1-3119 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Bu-2-Bn-4-(4,5-deH-Pip) 


1-3120 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Phet-2-Bn-4-(4,5-deH-Pip) 


1-3121 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Phet-4-(4,5-deH-Pip) 


1-3122 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Me-2-Phet-4-(4,5-deH-Pip) 


1-3123 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Phet-4-(4,5-deH-Pip) 


1-3124 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Pr-2-Phet-4-(4,5-deH-Pip) 


1-3125 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Bu-2-Phet-4-(4,5-deH-Pip) 


1-3126 


4-F-Ph 


2-NH 2 -4-Pyr 


1 ,2-diPhet-4-(4,5-deH-Pip) 


1-3127 


4-F-Ph 


2-MeNH-4-Pyr 


H 2 N-CH 2 C(Me) 2 CH 2 


1-3128 


4-F-Ph 


2-MeNH-4-Pyr 


MeNH-CH 2 C(Me) 2 CH 2 


1-3129 


4-F-Ph 


2-MeNH-4-Pyr 


EtNH-CH 2 C(Me) 2 CH 2 


1-3130 


4-F-Ph 


2-MeNH-4-Pyr 


Me 2 N-CH 2 C(Me) 2 CH 2 


1-3131 


4-F-Ph 


2-MeNH-4-Pyr 


3-(3,4-deH-Pip) 


1-3132 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-3-(3,4-deH-Pip) 


1-3133 


4-F-Ph 


2-MeNH-4-Pyr 


l-Et-4-(3,4-deH-Pip) 


1-3134 


4-F-Ph 


2-MeNH-4-Pyr 


l.p r -4-(3,4-deH-Pip) 


1-3135 


4-F-Ph 


2-MeNH-4-Pyr 


l.Pr-4-Pip 


1-3136 


4-F-Ph 


2-MeNH-4-Pyr 


l-iPr-4-(3,4-deH-Pip) 


1-3137 


4-F-Ph 


2-McNH^-Pyr 


l-iPr-4-Pip 


1-3138 


4-F-Ph 


2-MeNH-4-Pyr 


l-Bu-4-(3,4-deH-Pip) 



12435B9A1J _> 
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Compound 

No. 


R 


R- 


R 3 


1-3139 


4-F-Ph 


2-MeNH-4-Pyr 


l-tBu-4-(3.4-deH-Pip) 


1-3140 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pn-4-(3,4-deH-Pip) 


1-3141 


4-F-Ph 


2-MeNH-4-Pyr 


l-Hx-4-(3,4-deH-Pip) 


1-3142 


4-F-Ph 


2-MeNH-4-Pyr 


l-Hp-4-(3,4-deH-Pip) 


1-3143 


4-F-Ph 


2-MeNH-4-P>T 


l-Oc-4-(3,4-deH-Pip) 


1-3144 


4-F-Ph 


2-MeNH-4-P>T 


l-Nn-4-(3 ; 4-deH-Pip) 


1-3145 


4-F-Ph 


2-MeNH-4-Pyr 


l-cPr-4-(3,4-dcH-Pip) 


1-3146 


4-F-Ph 


2-McNH-4-Pyr 


l-cPn-4-(3,4-deH-Pip) 


1-3147 


4-F-Ph 


2-MeNH-4-Pyr 


l-cHx-4-(3,4-deH-Pip) 


1-3148 


4-F-Ph 


2-MeNH-4-Pyr 


l-Bn-4-(3,4-deH-Pip) 


1-3149 


4-F-Ph 


2-MeNH-4-Pyr 


l-Phet-4-(3,4-deH-Pip) 


1-3150 


4-F-Ph 


2-MeNH-4-Pyr 


1 -(3-Ph-Pr)-4-(3,4-deH-Pip) 


1-3151 


4-F-Ph 


2-MeNH-4-Pyr 


1 -(4-Ph-Bu)-4-(3,4-deH-Pip) 


1-3152 


4-F-Ph 


2-MeNH-4-Pyr 


l-AIlyl-4-(3,4-deH-Pip) 


1-3153 


4-F-Ph 


2-MeNH-4-Pyr 


1 -PropargyI-4-(3 ,4-deH-Pip) 


1-3154 


4-F-Ph 


2-McNH-4-Pyr 


2,2,6,6-tetraMe-4-(3,4-deH- 
Pip) 


1-3155 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2,2,6,6-pentaMe-4-(3,4-deH- 
Pip) 


1-3156 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2,2,6,6-pentaMe-4-Pip 


1-3157. 


4-F-Ph 


2-MeNH-4-Pyr | 


7-( 1 ^,3 ,5 ,6,8a-hexaH-Ind) 


1-3158 


4-F-Ph 


2-MeNH-4-Pyr 


7-(l t 2,3,5 ! 8,8a-hexaH-Ind) 


1-3159 


4-F-Ph 


2-MeNH-4-Pyr 


7-octaH-lnd 


1-3160 


4-F-Ph 


2-MeNH-4-Pyr 


8-( 1 ,3 ,4,6 : 7,9a-hexaH-2H-Qui) 


1-3161 


4-F-Ph 


2-MeNH-4-Pyr 


8-( 1 ,3 ,4,6,9,9a-hexaH-2H-Qui) 


1-3162 


4-F-Ph 


2-MeNH-4-Pyr 


8-octaH-Qui 


1-3163 


4-F-Ph 


2-MeNH-4-Pyr 


2,2-diMe-4-(3,4-deH-Pip) 


1-3164 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2,2-triMe-4-(3,4-deH-Pip) 


1-3165 


4-F-Ph 


2-MeNH-4-Pyr 


2,2-diMe-4-(4,5-deH-Pip) 


1-3166 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2,2-triMe-4-(4.5-deH-Pip) 
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1-3167 


4-F-Ph 


2-MeNH-4-Pyr 


2,6-diMe^-(3,4-deH-Pip) 




1-3168 


4-F-Ph 


2-MeNH-4-Pyr 


l,2,6-triMe-4-(3,4-deH-Pip) 


10 


1-3169 


4-F-Ph 


2-MeNH-4-Pyr 


2-Me-4-(3,4-deH-Pip) 




1-3170 


4-F-Ph 


2-MeNH^-Pyr 


1 ,2-diMe-4-(3 ,4-deH-Pip) 




1-3171 


4-F-Ph 


2-MeNH^-Pyr 


1 -Et-2-Me-4-(3,4-deH-Pip) 


15 


1-3172 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pr-2-Me-4-(3,4-deH-Pip) 




1-3173 


4-F-Ph 


2-MeNH-4-PyT 


1 -Bu-2-Me-4-(3,4-deH-Pip) 




1-3174 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Me^*-(3 ,4-deH-Pip) 


20 


1-3175 


4-F-Ph 


2-MeNH-4-Pyr 


2-Et-4-(3,4-deH-Pip) 




1-3176 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-2-Et-4-(3,4-deH-Pip) 




1-3177 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2-diEt-4-(3,4-deH-Pip) 


25 


1-3178 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr-2-Et-4-(3,4-deH-Pip) 




1-3179 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Bu-2-Et-4-(3,4-dcH-Pip) 


... 


1-3180 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Et-4-(3,4-deH-Pip) 


30 


1-3181 


4-F-Ph 


2-MeNH-4-Pyr 


2-Pr-4-(3,4-deH-Pip) 




1-3182 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-2-Pr-4-(3 ,4-deH-Pip) 




1-3183 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Et-2-Pr-4-(3,4-deH-Pip) 


35 


1-3184 


4-F-Ph 


2-MeNH-4-Pyr 


l,2-diPr-4-(3 ,4-deH-Pip) 




1-3185 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Bu-2-Pr-4-(3,4-deH-Pip) 




1-3186 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Pr-4-(3,4-deH-Pip) 


40 


1-3187 


4-F-Ph 


2-MeNH-4-Pyr 


2-Bu-4-(3 ,4-deH-Pip) 




1-3188 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-2-Bu-4-(3 ,4-deH-Pip) 




1-3189 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Et-2-Bu-4-(3,4-deH-Pip) 


45 


1-3190 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pr-2-Bu-4-(3,4-deH-Pip) 




1-3191 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2-diBu-4-(3,4-deH-Pip) 




1-3192 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Bu-4-(3,4-deH-Pip) 


50 


1-3193 


4-F-Ph 


2-MeNH-4-Pyr 


2-Allyl-4-(3,4-deH-Pip) 




1-3194 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-2-Allyl-4-(3,4-deH-Pip) 




1-3195 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Et-2-Allyl-4-(3,4-deH-Pip) 


55 


1-3196 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pr-2-Allyl-4-(3,4-deH-Pip) 
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1-3197 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Bu-2-AllyM-(3,4-deH-Pip) 




1-3198 


4-F-Ph 


2-MeNH-4-Pyr 


l-Phet-2-Allyl-4-(3,4-deH-Pip) 


10 


1-3199 


4-F-Ph 


2-MeNH-4-Pyr 


2-Bn-4-(3,4-deH-Pip) 




1-3200 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-2-Bn^-(3,4-deH-Pip) 




1-3201 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Et-2-Bn-4-(3,4-deH-Pip) 


15 


1-3202 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pr-2-Bn-4-(3,4-deH-Pip) 




1-3203 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Bu-2-Bn-4-(3,4-deH-Pip) 




1-3204 


4-F-Ph 


2-MeNH-4-P>T 


1 -Phet-2-Bn-4-(3,4-deH-Pip) 


20 


1-3205 


j 4-F-Ph 


2-MeNH-4-Pyr 


2-Phet-4-(3,4-deH-Pip) 




1-3206 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-2-Phet-4-(3,4-deH-Pip) 




1-3207 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Et-2-Phet-4-(3,4-deH-Pip) 


25 


1-3208 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pr-2-Phet-4-(3,4-deH-Pip) 




1-3209 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Bu-2-Phet-4-(3,4-deH-Pip) 




1-3210 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2-dtPhet-4-(3 ,4-deH-Pip) 


30 


1-3211 


4-F-Ph 


2-MeNH-4-Pyr 


2-Me-4-(4,5-deH-Pip) 




1-3212 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2-diMe-4-(4,5-deH-Pip) 




1-3213 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Et-2-Me-4-(4,5-deH-Pip) 


35 


1-3214 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pr-2-Me-4-(4,5-deH-Pip) 




1-3215 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Bu-2-Me-4-(4,5-deH-Pip) 




1-3216 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Me-4-(4,5-deH-Pip) 


40 


1-3217 


4-F-Ph 


2-MeNH-4-Pyr 


2-Et-4-(4,5-deH-Pip) 




1-3218 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-2-Et-4-(4,5-deH-Pip) 




1-3219 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2-diEt-4-(4,5-deH-Pip) 


45 


1-3220 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pr-2-Et-4-(4,5-deH-Pip) 




1-3221 


4-F-Ph 


2-MeNH-4-Pyr 


I -Bu-2-Et-4-(4,5-deH-Pip) 




1-3222 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Et-4-(4,5-deH-Pip) 


50 


1-3223 


4-F-Ph 


2-MeNH-4-Pyr 


2-Pr-4-(4,5-deH-Pip) | 




1-3224 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-2-Pr-4-(4,5-deH-Pip) 




1-3225 


4-F-Ph 


2-MeNH-4-Pyr 


l-Et-2-Pr-4-(4,5-deH-Pip) 


55 


1-3226 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2-diPr-4-{4,5-deH-Pip) 
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5 


Compound 


R 1 


R 2 


R 




1-3227 


4-F-Ph 


2-MeNH-4-Pyr 


l-Bu-2-Pr-4-(4,5-deH-Pip) 




1-3228 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Pr-4-(4,5-deH-Pip) 


10 


1-3229 


4-F-Ph 


2-MeNH-4-Pyr 


2-Bu-4-(4,5-deH-Pip) 




1-3230 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-2-Bu-4-(4,5-deH-Pip) 




1-3231 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Et-2-Bu-4-(4,S-deH-Pip) 


15 


1-3232 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pr-2-Bu-4-(4,5-deH-Pip) 




1-3233 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2-diBu-4-(4,5-deH-Pip) 




1-3234 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Bu-4-(4,5-deH-Pip) 


20 


1-3235 


4-F-Ph 


2-MeNH-4-Pyr 


2-Allyl-4-(4,5-deH-Pip) 




1-3236 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-Allyl-4-(4,5-deH-Pip) 




1-3237 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Et-2-AIlyl-4-(4,5-deH-Pip) 


25 


1-3238 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr-2-Allyl-4-(4,5-deH-Pip) 




1-3239 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Bu-2-Allyl-4-(4,5-deH-Pip) 




1-3240 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Allyl-4-(4,5-deH-Pip) 


30 


1-3241 


4-F-Ph 


2-MeNH-4-Pyr 


2-Bn-4-(4,5-deH-Pip) 




1-3242 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Mc-2-Bn-4-(4,5-dcH-Pip) 




1-3243 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Et-2-Bn-4-(4,5-deH-Pip) 


35 


1-3244 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pr-2-Bn-4-(4,5-deH-Pip) 




1-3245 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Bu-2-Bn-4-(4,5-deH-Pip) 




1-3246 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Bn-4-(4,5-deH-Pip) 


40 


1-3247 


4-F-Ph 


2-MeNH-4-Pyr 


2-Phet-4-(4,5-deH-Pip) 




1-3248 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-2-Phet-4-(4,5-deH-Pip) 




1-3249 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Et-2-Phet-4-(4,5-deH-Pip) 


45 


1-3250 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pr-2-Phet-4-(4,5-deH-Pip) 




1-3251 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Bu-2-Phet-4-(4,5-deH-Pip) 




1-3252 


4-F-Ph 


2-MeNH-4-Pyr 


U-diPhet-4-<4,5-deH-Pip) 


50 


1-3253 


Ph 


4-Pyr 


7-(l ,2,3,5,6,8a-hexaH-Ind) 




1-3254 


Ph 


4-Pyr 


7-(l ,2,3,5,8,8a-hexaH-Ind) 




1-3255 


3-F-Ph 


4-Pyr 


7-(l ,2,3,5,6,8a-hexaH-Ind) 


55 


1-3256 


3-F-Ph 


4-Pyr 


7-(l ,2,3,5,8,8a-hexaH-Ind) 
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5 


Compound 

No. 


_ 1 

R 


R- 


R 3 




1-3257 


3-Cl-Ph 


4-Pyr 


7-( 1 .2.3.5,6,8a-hexaH-lnd) 




1-325S 


3-Cl-Ph 


4-Pyr 


7-(l ? 2,3,5,8,8a-hexaH-lnd) 


10 


1-3259 


3,4-diF-Ph 


4-Pyr 


7-(L2,3,5,6,8a-hexaH-lnd) 




1-3260 


3,4-diF-Ph 


4-Pyr 


7-(l,2,3,5,8,8a-hexaH-Ind) 




1-3261 


3-CF 3 -Ph 


4-Pyr 


7-( 1 ,2,3,5,6,8a-hexaH-Ind) 


15 


1-3262 


3-CF 3 -Ph 


4-Pyr 


7-(l,2,3,5,8,8a-hexaH-lnd) 




1-3263 


4-F-Ph 


4-Pyr 


2-Pyrd-CH=CH- 




1-3264 


4-F-Ph 


4-Pyr 


l-Me-2-Pyrd-CH=CH- 


20 


1-3265 


4-F-Ph 


4-Pyr 


l-Et-2-Pyrd-CH=CH- 




1-3266 


4-F-Ph 


4-Pyr 


l-Pr-2-Pyrd-CH=CH- 




1-3267 


4-F-Ph 


4-Pyr 


2-Pip-CH=CH- 


25 


1-3268 


4-F-Ph 


4-Pyr 


l-Me-2-Pip-CH=CH- 




1-3269 


4-F-Ph 


4-Pyr 


l-Et-2-Pip-CH=CH- 




1-3270 


4-F-Ph 


4-Pyr 


l-Pr-2-Pip-CH=CH- 


30 


1-3271 


Ph 


4-Pyr 


2-Pyrd-CH=CH- 




1-3272 


Ph 


4-Pyr 


l-Me-2-Pyrd-CH=CH- 




1-3273 


Ph 


4-Pyr 


l-Et-2-Pyrd-CH=CH- 


35 


1-3274 


Ph 


4-Pyr 


l-Pr-2-Pyrd-CH=CH- 




1-3275 


Ph 


4-Pyr 


2-Pip-CH=CH- 




1-3276 


Ph 


4-Pyr 


l-Me-2-Pip-CH=CH- 


40 


1-3277 


Ph 


4-Pyr 


l-Et-2-Pip-CH=CH- 




1-3278 


Ph 


4-Pyr 


l-Pr-2-Pip-CH=CH- 




1-3279 


3-F-Ph 


4-Pyr 


2-Pyrd-CH=CH- 


45 


1-3280 


3-F-Ph 


4-Pyr 


l-Me-2-Pyrd-CH=CH- 




1-3281 


3-F-Ph 


4-Pyr 


l-Et-2-Pyrd-CH=CH- 




1-3282 


3-F-Ph 


4-Pyr 


l-Pr-2-Pyrd-CH=CH- 


50 


1-3283 


3-F-Ph 


4-Pyr 


2-Pip-CH=CH- 




1-3284 


3-F-Ph 


4-Pyr 


l-Me-2-Pip-CH=CH- 




1-3285 


3-F-Ph 


4-Pyr 


l-Et-2-Pip-CH=CH- 


55 


1-3286 


3-F-Ph 


4-Pyr 


l-Pr-2-Pip-CH=CH- 
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5 


Compound 

No. 


r' 


R- 


r>3 
R 




1-3287 


3-Cl-Ph 


4-Pyr 


2-Pyrd-CH=CH- 




1-3288 


3-Cl-Ph 


4-Pyr 


l-Me-2-Pyrd-CH=CH- 


10 


1-3289 


3-Cl-Ph 


4-Pyr 


l-Et-2-Pyrd-CH=CH- 




1-3290 


3-Cl-Ph 


4-Pyr 


l-Pr-2-Pyrd-CH=CH- 




1-3291 


3-Cl-Ph 


4-Pyr 


2-Pip-CH=CH- 


15 


1-3292 


3-Cl-Ph 


4-Pyr 


l-Me-2-Pip-CH=CH- 




1-3293 


3-Cl-Ph 


4-Pyr 


l-Et-2-Pip-CH=CH- 




1-3294 


3-Cl-Ph 


4-Pyr 


l-Pr-2-Pip-CH=CH- 


20 


1-3295 


3,4-diF-Ph 


4-Pyr 


2-Pyrd-CH=CH- 




1-3296 


3,4-diF-Ph . 


4-Pyr 


l-Me-2-Pyrd-CH=CH- 




1-3297 


3,4-diF-Ph 


4-Pyr 


l-Et-2-Pyrd-CH=CH- 


25 


1-3298 


3,4-diF-Ph 


4-Pyr 


l-Pr-2-Pyrd-CH=CH- 




1-3299 


SAdiF-Ph 


4-Pyr 


2-Pip-CH=CH- 




1-3300 


3,4-diF-Ph 


4-Pyr 


l-Me-2-Pip-CH=CH- 


30 


1-3301 


3,4-diF-Ph 


4-Pyr 


l-Et-2-Pip-CH=CH- 




1-3302 


3,4-diF-Ph 


4-Pyr 


l-Pr-2-Pip-CH=CH- 




1-3303 


3-CFj-Ph 


4-Pyr 


2-Pyrd-CH=CH- 


35 


1-3304 


3-CF 3 -Ph 


4-Pyr 


l-Me-2-Pyrd-CH=CH- 




1-3305 


3-CF 3 -Ph 


4-Pyr 


l-Et-2-Pyrd-CH=CH- 




1-3306 


3-CF 3 -Ph 


4-Pyr 


l-Pr-2-Pyrd-CH=CH- 


40 


1-3307 


3-CFj-Ph 


4-Pyr 


2-Pip-CH=CH- 




1-3308 


3-CFrPh 


4-Pyr 


l-Me-2-Pip-CH=CH- 




1-3309 


3-CF 3 -Ph 


4-Pyr 


l-Et-2-Pip-CH=CH-. 


45 


1-3310 


3-CF 3 -Ph 


4-Pyr 


l-Pr-2-Pip-CH=CH- 




1-3311 


4-F-Ph 


4-Pyr 


-co 


50 


1-3312 


4-F-Ph 


4-Pvr 


— <J*J> . 




1-3313 


4-F-Ph 


4-Pyr 


-CO 


55 


1-3314 


4-F-Ph 


4-Pyr 


-CO 
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5 


Compound 

No. 


R' 


R 2 


R 3 




1-3315 


4-F-Ph 


4-Pyr 


-GO 


10 


1-3316 


4-F-Ph 


4-P>T 


^O 


15 


1 7717 




4-ryr 


bo 


20 


1 77 1 S 


4-r-rn 


4-Pyr 


bo 




17710 1 


A "F pu 


4-Pyr 


bo 


25 


i .77^0 




4-Pyr 




30 


1-3321 


4-F-Ph 


4-Pvr 


bo 




1-3322 


4-F-Ph 


4-Pyr 




35 








bo 



40 



45 



50 



55 
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Table 2 



No. 


R 


R 




2-1 


Ph 


4-Pyr 


H 2 N-CH; 


2-2 


Ph 


4-Pyr 


H 2 N-(CH 2 ); 


2-3 ' 


Ph 


4-Pyr 


H 2 N-(CH;b" 


2-4 


Ph 


4-Pyr 


H 2 N-(CH 2 ) 4 


2-5 


Ph 


4-Pyr 


MeNH-CH: 


2-6 


Ph 


4-Pyr 


MeNH-(CH 2 )2 


2-7 


Ph 


4-Pyr 


MeNH-(CH 2 )j 


2-8 


Ph 


4-Pyr 


MeNH-(CH 2 ) 4 


2-9 


Ph 


4-Pyr 


EtNH-CH 2 


2-10 


Ph 


4-Pyr • 


EtNH-(GH 2 ) 2 


2-1 1 


Ph 


4-Pyr 


EtNH-(CH 2 ) 3 


2-12 


Ph 


4-Pyr 


EtNH-(CH 2 ) 4 


2-13 


Ph 


4-Pyr 


Me 2 N-CH 2 


2-14 


Ph 


4-Pyr 


Me 2 N-(CH 2 ) 2 


2-15 • 


Ph 


4-Pyr 


Me 2 N-(CH 2 ) 3 


| 2-16 


Ph 


4-Pyr 


Me 2 N-(CH 2 ) 4 


2-17 


Ph 


4-Pyr 


1-Azt-CH 2 


| 2-18 


Ph 


4-Pyr 


1-Azt-(CH 2 ) 2 


2-19 


Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 


2-20 


Ph 


4-Pyr 


1-Azt-(CH 2 )4 


2-21 


Ph 


4-Pyr 


1-Pyrd-CH 2 


2-22 


Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 2 


2-23 


Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 3 


2-24 


Ph 


4-Pyr 


; 1-Pyrd-(CH 2 ) 4 


2-25 


Ph 


4-Pyr 


1-Pip-CH 2 


2-26 


Ph 


4-Pyr 


1-Pip-(CH 2 ) 2 


2-27 


Ph 


4-Pyr 


1-Pip-(CH 2 ) 3 


2-28 


Ph 


4-Pyr 


1-Pip-(CH 2 ) 4 
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5 


Compound 

No. 


R' 


j R- 


R 




2-29 


Ph 


|4-Pyr 


1-Mor-CH; 




2-30 


Ph 


| 4-Pyr 


l-Mor-(CH 2 ) 2 


10 


2-31 


Ph 


j 4-Pyr 


l-Mor-(CH 2 ) 3 




2-32 


Ph 


4-Pyr 


l-Mor-(CH 2 )4 




2-33 


Ph 


4-Pyr 


l-Tmor-CH 2 


15 


2-34 


Ph 


4-Pyr 


l-Tmor-(CH 2 ) 2 




2-35 


Ph 


4-Pyr 


l-Tmor-(CH 2 ) 3 




2-36 


Ph 


4-Pyr 


l-Tmor-(CH 2 )4 


20 


2-37 


Ph 


4-Pyr 


1-Piz-CH 2 




2-38 


Ph 


4-Pyr 


1-Piz-(CH 2 ) 2 




2-39 


Ph 


4-Pyr 


1-Piz-<CH 2 )3 


25 


2-40 


Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




2-41 


Ph 


4-Pyr 


1-Piz-(CH 2 )4 




2-42 


Ph 


4-Pyr 


3-Azt 


30 


2-43 


Ph 


4-Pyr 


l-Me-3-Azt 




2-44 


Ph 


4-Pyr 


l-Bn-3-Azt 




2-45 


Ph 


4-Pyr 


3-Pyrd 


35 


2-46 


Ph 


4-Pyr 


l-Me-3-Pyrd 




2-47 


Ph 


4-Pyr 


3-Pip 




2-48 


Ph 


4-Pyr 


4-Pip 


40 


2-49 


Ph 


4-Pyr 


4-(3,4-deH-Pip) 




2-50 


Ph 


4-Pyr 


l-Me-4-Pip 




2-51 


Ph 


4-Pyr 


l.Me-4-(3,4-deH-Pip) 


45 


2-52 


Ph 


4-Pyr 


l-Et-4-Pip 




2-53 


Ph 


4-Pyr 


l-Bn-4-Pip 




2-54 


Ph 


4-Pyr 


3-Hpip 


50 


2-55 


Ph 


4-Pyr 


l-Me-3-Hpip 




2-56 


Ph 


4-Pyr 


4-Hpip 




2-57 


Ph 


4-Pyr 


l-Me-4-Hpip 


55 


2-58 


Ph 


4-Pyr 


2-Mor 
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Compound 


R 1 


R 2 


R 


5 












2-59 


Ph 


4-Pyr 


l-Me-2-Mor 




2-60 


Ph 


4-Pyr 


2-Tmor 


10 


2-61 


Ph 


4-Pyr 


l-Me-2-Tmor 




2-62 


Ph 


4-Pyr 


1-Piz 




2-63 


Ph 


4-Pyr 


4-Me-l-Piz 


15 


2-64 


Ph 


4-Pyr 


2-Piz 




2-65 


Ph 


4-Pyr 


4-Pyr 




2-66 


Ph 


4-Pyr 


3-Pyr 


20 


2-67 


Ph 


4-Pyr 


2-Pyr 




2-68 


Ph 


4-Pyr 


4-Pym 




2-69 


Ph 


4-Pyr 


5-Pym 


25 


2-70 


Ph 


4-Pyr 


2-Pym 




2-71 


Ph 


4-Pyr 


3-Azt-CH 2 




2-72 


Ph 


4-Pyr 


l-Me-3-Azt-CH: 


30 


2-73 


Ph 


4-Pyr 


3-Pyrd-CH 2 




2-74 


Ph 


4-Pyr 


l-Me-3-Pyrd-CH 2 




2-75 


Ph 


4-Pyr 


4-Pip-CH 2 


35 


2-76 


Ph 


4-Pyr 


l-Me-4-Pip-CH 2 




2-77 


Ph 


4-Pyr 


3-Hpip-CH 2 




2-78 


Ph 


4-Pyr 


l-Me-3-Hpip-CH 2 


40 


2-79 


Ph 


4-Pyr 


4-Hpip-CH 2 




2-80 


Ph 


4-Pyr 


l-Me-4-Hpip-CH 2 




2-81 


Ph 


4-Pyr 


2-Mor-CH 2 


45 


2-82 


Ph 


4-Pyr 


l-Me-2-Mor-CH 2 




2-83 


Ph 


4-Pyr 


2-Tmor-CH 2 




2-84 


Ph 


4-Pyr 


l-Me-2-Tmor-CH 2 


50 


2-85 


Ph 


4-Pyr 


1-Piz-CH 2 




2-86 


Ph 


4-Pyr 


4-Me-l-Piz-CH 2 




2-87 


Ph 


4-Pyr 


2-Piz-CH 2 


55 


2-88 


Ph 


4-Pyr 


4-Pyr-CH 2 
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5 


No. 


R 


R* 


R 3 




2-89 


Ph 


4-Pyr 


3-Pyr-CH 2 




2-90 


Ph 


4-Pyr 


2-Pyr-CH: 


10 


2-91 


Ph 


4-Pyr 


4-Pym-CH; 




2-92 


Ph 


4-Pyr 


5-P>TO-CH; 




2-93 


Ph 


4-Pyr 


2-Pym-CH; 


15 


2-94 


Ph 


4-Pyr 


H 2 N-CH 2 CH=CH 




2-95 


4-F-Ph 


4-Pyr 


H 2 N-CH 2 




2-96 


4-F-Ph 


4-Pyr 


H 2 N-(CH 2 ) 2 


20 


2-97 


4-F-Ph 


4-Pyr 


H 2 N-(CH 2 ) 3 




2-98 


4-F-Ph 


4-Pyr 


H 2 N-(CH 2 ) 4 




2-99 


4-F-Ph 


4-Pyr 


MeNH-CH 2 


25 


2-100 


1 4-F-Ph 


4-Pyr 


MeNH-(CH 2 ) 2 




2-101 


4-F-Ph 


4-Pyr 


MeNH-(CH 2 ) 3 




2-102 


4-F-Ph 


4-Pyr 


MeNH-(CH 2 ) 4 


30 


2-103 


4-F-Ph 


4-Pyr 


EtNH-CH 2 




2-104 


4-F-Ph 


4-Pyr 


EtNH-(CH 2 ) 2 




2-105 


4-F-Ph 


4-Pyr 


EtNH-(CH 2 ) 3 


35 


2-106 


4-F-Ph 


4-Pyr 


EtNH-(CH 2 )4 




2-107 


4-F-Ph 


4-Pyr 


Me 2 N-CH 2 




2-108 


4-F-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 2 


40 


2-109 


4-F-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 3 




2-110 


4-F-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 4 




2-111 


4-F-Ph 


4-Pyr 


1-Azt-CH 2 


45 


2-112 


4-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 2 j 




2-113 


4-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 




2-114 


4-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 4 


SO 


2-115 


4-F-Ph 


4-Pyr 


1-Pyrd-CH 2 




2-116 


4-F-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 2 




2-117 


4-F-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 3 


55 


2-118 


4-F-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 4 
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5 


Compound 

No. 


IN. 


R 2 


R 3 




2-119 


4-F-Ph 


4-Pyr 


1-Pip-CH 2 




2-120 


4-F-Ph 


4-Pyr 


1-Pip-(CH 2 ) 2 


10 


2-121 


4-F-Ph 


4-Pyr 


1-Pip-(CH 2 ) 3 




2-122 


4-F-Ph 


4-Pyr 


1-Pip-(CH 2 ) 4 




2-123 


4-F-Ph 


4-Pyr 


l-Mor-CH 2 


15 


2-124 


4-F-Ph 


4-Pyr 


l-Mor-(CH 2 ) 2 




2-125 


4-F-Ph 


4-Pyr 


l-Mor-(CH 2 ) 3 




2-126 


4-F-Ph 


4-Pyr 


l-Mor-(CH 2 ) 4 


20 


2-127 


4-F-Ph 


4-Pyr 


l-Tmor-CH 2 




2-128 


4-F-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 2 




2-129 


4-F-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 3 


25 


2-130 


4-F-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 4 


— 


2-131 


4-F-Ph 


4-Pyr 


1-Piz-CH 2 


.... 


2-132 


4-F-Ph 


4-Pyr 


1-Piz-(CH 2 ) 2 


30 


2-133 


4-F-Ph 


4-Pyr 


1-Piz-(CH 2 ) 3 


— 


2-134 


4-F-Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 


— 


2-135 


4-F-Ph 


4-Pyr 


4-Bn-l-Piz-(CH 2 ) 3 


35 


2-136 


4-F-Ph 


4-Pyr 


3-Azt 




2-137 


4-F-Ph 


4-Pyr 


l-Me-3-Azt 




2-138 


4-F-Ph 


4-Pyr 


l-Bn-3-Azt 


40 


2-139 


4-F-Ph 


4-Pyr 


3-Pyrd 




2-140 


4-F-Ph 


4-Pyr 


l-Mc-3-Pyrd 




2-141 


4-F-Ph 


4-Pyr 


3-Pip 


45 


2-142 


4-F-Ph 


4-Pyr 


4-Pip 




2-143 


4-F-Ph 


4-Pyr 


4-(3,4-deH-Pip) 




2-144 


4-F-Ph 


4-Pyr 


l-Me-4-Pip 


50 


2-145 


4-F-Ph 


4-Pyr 


l-Me-4-(3,4-deH-Pip) 




2-146 


4-F-Ph 


4-Pyr 


l-Et-4-Pip 




2-147 


4-F-Ph 


4-Pyr 


l-Bn-4-Pip 


55 


2-148 ' 


4-F-Ph 


4-Pyr 


3-Hpip 
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Compound 
No. 


R 1 




R 3 




2-149 


4-F-Ph 


4-Pyr 


l-Me-3-Hpip 




2-150 


4-F-Ph 


4-Pyr 


4-Hpip 


10 


2-151 


4-F-Ph 


4-Pyr 


l-Me-4-Hpip 




2-152 


4-F-Ph 


4-Pyr 


2-Mor 




2-153 


4-F-Ph 


4-Pyr 


l-Me-2-Mor 


15 


2-154 


4-F-Ph 


4-Pyr 


2-Tmor 




2-155 


4-F-Ph 


4-Pyr 


1 -Me-2-Tmor 




2-156 


4-F-Ph 


4-Pyr 


1-Piz 


20 


2-157 


4-F-Ph 


4-Pyr 


4-Me-l-Piz 




2-158 


4-F-Ph 


4-Pyr 


2-Piz 




2-159 


4-F-Ph 


4-Pyr 


4-Pyr 


25 


2-160 


4-F-Ph 


4-Pyr 


3-Pyr 




2-161 


4-F-Ph 


4-Pyr 


2-Pyr 




2-162 


4-F-Ph 


4-Pyr 


4-Pym 


30 


2-163 


4-F-Ph 


4-Pyr 


5-Pym 




2-164 


4-F-Ph 


4-Pyr 


2-Pym 




2-165 


4-F-Ph 


4-Pyr 


3-Azt-CH 2 


35 


2-166 


4-F-Ph 


4-Pyr 


l-Me-3-Azt-CH 2 j 




2-167 


4-F-Ph 


4-Pyr 


3-Pyrd-CH 2 




2-168 


4-F-Ph 


4-Pyr 


l-Me-3-Pyrd-CH 2 


40 


2-169 


4-F-Ph 


4-Pyr 


4-Pip-CH 2 




2-170 


4-F-Ph 


4-Pyr 


l-Me-4-Pip-CH 2 




2-171 


4-F-Ph 


4-Pyr 


3-Hpip-CH 2 


45 


2-172 


4-F-Ph 


4-Pyr 


l-Me-3-Hpip-CH 2 




2-173 


4-F-Ph 


4-Pyr 


4-Hpip-CH 2 




2-174 


4-F-Ph 


4-Pyr 


l-Me-4-Hpip-CH 2 


50 


2-175 


4-F-Ph 


4-Pyr 


2-Mor-CH 2 




2-176 


4-F-Ph 


4-Pyr 


l-Me-2-Mor-CH 2 




2-177 


4-F-Ph 


4-Pyr 


2-Tmor-CH 2 


55 


2-178 


4-F-Ph 


4-Pyr 


l-Me-2-Tmor-CH 2 



142 
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Compound 

No. 


R 1 




W 




2-179 


4-F-Ph 


4-Pyr 


1-Piz-CH : 




2-180 


4-F-Ph 


4-Pyr 


4-Me-l-Piz-CH; 


10 


2-181 


4-F-Ph 


4-Pyr 


2-Piz-CH 2 




2-182 


4-F-Ph 


4-Pyr 


4-Pyr-CH 2 




2-183 


4-F-Ph 


4-P>T 


3-Pyr-CH 2 


15 


2-184 


4-F-Ph 


4-Pyr 


2-Pyr-CH 2 




2-185 


4-F-Ph 


4-Pyr 


4-Pym-CH 2 




2-186 


4-F-Ph 


4-Pyr 


5-Pym-CH 2 




2-187 


4-F-Ph 


4-Pyr 


2-Pym-CH 2 




2-188 


3-F-Ph 


4-Pyr 


H 2 N-CH 2 




2-189 


3-F-Ph 


4-Pyr 


H 2 N-(CH 2 ) 2 


25 


2-190 


3-F-Ph 


4-Pyr 


H 2 N-(CH 2 ) 3 




2-191 


3-F-Ph 


4-Pyr 


H 2 N-(CH 2 )4 


~ 


2-192 


3-F-Ph 


4-Pyr 


MeNH-CH 2 


30 


2-193 


3-F-Ph 


4-Pyr 


"MeNH-(CH 2 ) 2 




2-194 


3-F-Ph 


4-Pyr 


MeNH-(CH 2 ) 3 


- 


2-195 


3-F-Ph 


4-Pyr 


MeNH-(CH 2 ) 4 


35 


2-196 


3-F-Ph 


4-Pyr 


EtNH-CH 2 




2-197 


3-F-Ph 


4-Pyr 


EtNH-(CH 2 ) 2 




2-198 


3-F-Ph 


4-Pyr 


EtNH-(CH 2 ) 3 


40 


2-199 


3-F-Ph 


4-Pyr 


EtNH-(CH 2 ) 4 




2-200 


3-F-Ph 


4-Pyr 


Me 2 N-CH 2 




2-201 


3-F-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 2 


45 


2-202 


3-F-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 3 




2-203 


3-F-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 4 




2-204 


3-F-Ph 


4-Pyr 


1-Azt-CH 2 


50 


2-205 


3-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 2 




2-206 


3-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 




2-207 


3-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 4 


55 


2-208 


3-F-Ph 


4-Pyr 


1-Pyrd-CH 2 
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Compound 

j No. 


1 

1 

! R 

j 


R" 






2-209 


3-F-Ph 


4-Pyr 


l-Pyrd-(CH 2 h 




2-210 


3-F-Ph 


4-Pyr 


l-Pyrd-(CH : b 


10 


2-211 


j 3-F-Ph 


4-Pyr 


1-Pyrd-(CH : )4 




2-212 


3-F-Ph 


4-Pyr 


1-Pip-CH 2 




2-213 


3-F-Ph 


4-Pyr 


1-Pip-(CH 2 > 2 


15 


2-214 


3-F-Ph 


4-Pyr 


1-Pip-(CH 2 ) 3 




2-215 


3-F-Ph 


4-Pyr 


1-Pip-(CH 2 ) 4 




2-216 


3-F-Ph 


4-Pyr 


1-Mor-CH: 


20 


2-217 


3-F-Ph 


4-Pyr 


l-Mor-(CH 2 ) 2 




2-218 


3-F-Ph 


4-Pyr 


l-Mor-(CH 2 ) 3 




2-219 


3-F-Ph 


4-Pyr 


l-Mor-(CH : ) 4 


25 


2-220 


3-F-Ph 


4-Pyr 


l-Tmor-CH 2 




2-221 


3-F-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 2 




2-222 


3-F-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 3 


30 


2-223 


3-F-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 4 




2-224 


3-F-Ph 


4-Pyr 


1-Piz-CH 2 




2-225 


3-F-Ph 


4-Pyr 


1-Piz-(CH 2 ) 2 


35 


2-226 


3-F-Ph 


4-Pyr 


1-Piz-(CH 2 ) 3 




2-227 


3-F-Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




2-228 


3-F-Ph 


4-Pyr 


1-Piz-(CH 2 ) 4 


40 


2-229 


3-F-Ph 


4-Pyr 


3-Azt 




2-230 


3-F-Ph 


4-Pyr 


l-Me-3-Azt 




2-231 


3-F-Ph 


4-Pyr 


l-Bn-3-Azt 


45 


2-232 


3-F-Ph 


4-Pyr 


3-Pyrd 




2-233 


3-F-Ph 


4-Pyr 


l-Me-3-Pyrd 




2-234 


3-F-Ph 


4-Pyr 


3-Pip 


50 


2-235 


3-F-Ph 


4-Pyr 


4-Pip 




2-236 


3-F-Ph 


4-Pyr 


4-(3,4-deH-Pip) 




2-237 


3-F-Ph 


4-Pyr 


l-Me-4-Pip 


55 


2-238 


3-F-Ph 


4-Pyr 


l-Me-4-(3,4-deH-Pip) 
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Compound 


R 1 


R- 


R 3 




2-239 


3-F-Ph 


4-Pyr 


l-Et-4-Pip 




2-240 


3-F-Ph 


4-Pyr 


l-Bn-4-Pip 


10 


2-241 


3-F-Ph 


4-Pyr 


3-Hpip 




2-242 


3-F-Ph 


4-Pyr 


l-Me-3-Hpip 




2-243 


3-F-Ph 


4-Pyr 


4-Hpip 


15 


2-244 


3-F-Ph 


4-Pyr 


l-Me-4-Hpip 




2-245 


3-F-Ph 


4-Pyr 


2-Mor 




2-246 


3-F-Ph 


4-Pyr 


l-Me-2-Mor 


on 


2-247 


3-F-Ph 


4-Pyr 


2-Tmor 




2-248 


3-F-Ph 


4-Pyr 


l-Me-2-Tmor 




2-249 


3-F-Ph 


4-Pyr 


1-Piz 


25 


2-250 


3-F-Ph 


4-Pyr 


4-Me-l-Piz 




2-251 


3-F-Ph 


4-Pyr 


2-Piz 




2-252 


3-F-Ph 


4-Pyr 


4-Pyr 


30 


2-253 


3-F-Ph 


4-Pyr 


3-Pyr 




2-254 


3-F-Ph 


4-Pyr 


2-Pyr 




2-255 


3-F-Ph 


4-Pyr 


4-Pym 


35 


2-256 


3-F-Ph 


4-Pyr 


5-Pym 




2-257 


3-F-Ph 


4-Pyr 


2-Pym 




2-258 


3-F-Ph 


4-Pyr 


3-Azt-CH 2 


40 


2-259 


3-F-Ph 


4-Pyr 


l-Me-3-Azt-CH 2 




2-260 


3-F-Ph 


4-Pyr 


3-Pyrd-CH 2 




2-261 


3-F-Ph 


4-Pyr 


l-Me-3-Pyrd-CH 2 


45 


2-262 


3-F-Ph 


4-Pyr 


4-Pip-CH 2 




2-263 


3-F-Ph 


4-Pyr 


l-Me-4-Pip-CH 2 




2-264 


3-F-Ph 


4-Pyr 


3-Hpip-CH 2 

1 


SO 


2-265 


3-F-Ph 


4-Pyr 


l-Me-3-Hpip-CH 2 




2-266 


3-F-Ph 


4-Pyr 


4-Hpip-CH 2 




2-267 


3-F-Ph 


4-Pyr 


l-Me-4-Hpip-CH 2 


55 


2-268 


3-F-Ph 


4-Pyr 


2-Mor-CH 2 
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Compound 

No. 


i 

i , 
j R 

j 


R : 


R 3 




2-269 


3-F-Ph 


4-Pyr 


l-Me-2-Mor-CH 2 




2-270 


3-F-Ph 


4-Pyr 


2-Tmor-CH: 


10 


2-271 


3-F-Ph 


4-Pyr 


l-Me-2-Tmor-CH 2 




2-272 


3-F-Ph 


4-Pyr 


1-Piz-CH 2 




2-273 


3-F-Ph 


4-Pyr 


4-Me-l-Piz-CH 2 


15 


2-274 


3-F-Ph 


4-Pyr 


2-Piz-CH 2 




2-275 


3-F-Ph 


4-Pyr 


4-Pyr-CH 2 




2-276 


3-F-Ph 


4-Pyr 


3-Pyr-CH 2 


20 


2-277 


3-F-Ph 


4-Pyr 


2-Pyr-CH 2 




2-278 


3-F-Ph 


4-Pyr 


4-Pym-CH 2 




2-279 


3-F-Ph 


4-Pyr 


5-Pym-CH 2 


25 


2-280 


3-F-Ph 


4-Pyr 


2-Pym-CH 2 




2-281 


3,4-diF-Ph 


4-Pyr 


H 2 N-CH 2 




2-282 


3,4-diF-Ph 


4-Pyr 


H 2 N-(CH 2 ) 2 


30 


2-283 


3,4-diF-Ph 


4-Pyr 


H 2 N-(CH 2 ) 3 




2-284 


3,4-diF-Ph 


4-Pyr 


H 2 N-(CH 2 >4 




2-285 


3,4-diF-Ph 


4-Pyr 


MeNH-CH 2 


35 


2-286 


3,4-diF-Ph 


4-Pyr 


MeNH-(CH 2 ) 2 




2-287 


3,4-diF-Ph 


4-Pyr 


MeNH-(CH 2 ) 3 




2-288 


3,4-diF-Ph 


4-Pyr 


MeNH-(CH 2 ) 4 


40 


2-289 


3,4-diF-Ph 


4-Pyr 


EtNH-CH 2 




2-290 


3,4-diF-Ph 


4-Pyr 


EtNH-(CH 2 ) 2 




2-291 


3,4-diF-Ph 


4-Pyr 


EtNH-(CH 2 ) 3 


45 


2-292 


3,4-diF-Ph 


4-Pyr 


EtNH-(CH 2 ) 4 




2-293 


3,4-diF-Ph 


4-Pyr 


Me 2 N-CH 2 




2-294 


3,4-diF-Ph 


4-Pyr 


Me2N-(CH 2 ) 2 


50 


2-295 


3,4-diF-Ph 


4-Pyr 


Me 2 N-(CH 2 ) J 




2-296 


3,4-diF-Ph 


4-Pyr 


Me2N-(CH 2 ) 4 




2-297 


3,4-diF-Ph 


4-Pyr 


1-Azt-CH 2 


55 


2-298 


3,4-diF-Ph 


4-Pyr 


1-Azt-(CH 2 ) 2 
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No. 


R 1 


R 2 


R 3 




2-299 


3,4-diF-Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 




2-300 


3,4-diF-Ph 


4-Pyr 


1-Azt-(CH 2 ) 4 


10 


2-301 


3,4-diF-Ph " 


4-Pyr 


1-Pyrd-CH 2 


2-302 


3,4-diF-Ph • 


4-Pyr 


1-Pyrd-(CH 2 ) 2 ■ 




2-303 


3,4-diF-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 2 


1 c 
ID 


2-304 


3,4-diF-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 4 


2-305 


3,4-diF-Ph 


4-Pyr 


1-Pip-CH 2 




2-306 


3,4-diF-Ph 


4-Pyr 


1-Pip-(CH 2 ) 2 


20 


2-307 


3,4-diF-Ph 


4-Pyr 


l-Pip-(CH 2 )j - 


2-308 


3,4-diF-Ph 


4-Pyr 


1-Pip-(CH 2 ) 4 




2-309 


3,4-diF-Ph 


4-Pyr 


l-Mor-CH 2 


25 


2-310 


3,4-diF-Ph 


4-Pyr 


l-MoKCHzh 




2-31 1 


3,4-diF-Ph • 


4-Pyr 


l-Mor-(CH 2 ) 3 • ' 


— 


2-312 


3,4-diF-Ph 


4-Pyr 


l-Mor-(CH 2 ) 4 


30 


2-313 


3,4-diF-Ph 


4-Pyr 


l-Tmor-CH 2 




2-314 


3,4-diF-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 2 


— 


2-315 


3,4-diF-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 3 


35 


2-316 


3,4-diF-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 4 




2-317 


3,4-diF-Ph 


4-Pyr 


1-Piz-CH 2 




2-318 


3,4-diF-Ph 


4-Pyr 


1-Piz-(CH 2 ) 2 


40 


2-319 


3,4-diF-Ph 


4-Pyr 


1-Piz-(CH 2 ) 3 




2-320 


3,4-diF-Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




2-321 


3,4-diF-Ph 


4-Pyr 


1-Piz-(CH 2 ) 4 


45 


2-322 


3,4-diF-Ph 


4-Pyr 


3-Azt 




2-323 


3,4-diF-Ph 


4-Pyr 


l-Me-3-Azt 




2-324 


3,4-diF-Ph 


4-Pyr 


l-Bn-3-Azt 


50 


2-325 


3,4-diF-Ph 


4-Pyr 


3-Pyrd 




2-326 


3,4-diF-Ph 


4-Pyr 


l-Me-3-Pyrd 




2-327 


3,4-diF-Ph 


4-Pyr 


3-Pip - 


55 


•2-328 


3,4-diF-Ph 


4-Pyr 


4-Pip 
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No. 


R 


R 






2-329 


| 3,4-diF-Ph 


4-Pyr 


4-{3,4-deH-Pip) 




2-330 


| 3,4-diF-Ph 


4-Pyr 


l-Me-4-Pip 


10 


2-331 


i 3,4-diF-Ph 


4-Pyr 


l-Me-4-(3,4-deH-Pip) 




2-332 


| 3,4-diF-Ph 


4-Pyr 


l-Et-4-Pip 




2-333 


3,4-diF-Ph 


4-Pyr 


l-Bn-4-Pip 


15 


2-334 


3,4-diF-Ph 


4-Pyr 


3-Hpip 




2-335 


3,4-diF-Ph 


4-Pyr 


l-Me-3-Hpip 




2-336 


3,4-diF-Ph 


4-Pyr 


4-Hpip 


20 


2-337 


3,4-diF-Ph 


4-Pyr 


l-Me-4-Hpip 




2-338 


3,4-diF-Ph 


4-Pyr 


2-Mor 




2-339 


3,4-diF-Ph 


4-Pyr 


l-Me-2-Mor 


25 


2-340 


3,4-diF-Ph 


4-Pyr 


2-Tmor 




2-341 


3,4-diF-Ph 


4-Pyr 


l-Me-2-Tmor 




2-342 


3,4-diF-Ph 


4-Pyr 


1-Piz 


30 


2-343 


3,4-diF-Ph 


4-Pyr 


4-Me-l-Piz 




2-344 


3,4-diF-Ph 


4-Pyr 


2-Piz 




2-345 


3,4-diF-Ph 


4-Pyr 


4-Pyr 


35 


2-346 


3,4-diF-Ph 


4-Pyr 


3-Pyr 




2-347 


3,4-diF-Ph 


4-Pyr 


2-Pyr 




2-348 


3,4-diF-Ph 


4-Pyr 


4-Pym 


40 


2-349 


3,4-diF-Ph 


4-Pyr 


5-Pym 




2-350 


3,4-diF-Ph 


4-Pyr 


2-Pym 




2-351 


3,4-diF-Ph 


4-Pyr 


3-Azt-CH 2 


45 


2-352 


3,4-diF-Ph 


4-Pyr 


l-Me-3-Azt-CH 2 




2-353 


3,4-diF-Ph 


4-Pyr 


3-Pyrd-CH 2 




2-354 


3,4-diF-Ph 


4-Pyr 


l-Me-3-Pyrd-CH 2 


50 


2-355 


3,4-diF-Ph 


4-Pyr 


4-Pip-CH 2 




2-356 


3,4-diF-Ph 


4-Pyr 


l-Me-4-Pip-CH 2 




2-357 


3,4-diF-Ph 


4-Pyr 


3-Hpip-CH 2 


55 


2-358 


3,4-diF-Ph 


4-Pyr 


l-Me-3-Hpip-CH 2 
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Compound 
No. 


IV 


R 2 


R 




2-359 


3,4-diF-Ph 


4-Pyr 


4-Hpip-CH2 ' 




2-360 


3,4-diF-Ph 


4-Pyr 


l-Me-4-Hpip-CH 2 


10 


2-361 


3,4-diF-Ph 


4-Pyr 


2-Mor-CH 2 




2-362 


3,4-diF-Ph 


4-Pyr 


l-Me-2-Mor-CH 2 




2-363 


3,4-diF-Ph 


4-Pyr 


2-Tmor-CH 2 




15 


2-364 


3,4-diF-Ph 


4-Pyr 


l-Me-2-Tmor-CHj 




2-365 


3,4-diF-Ph 


4-Pyr 


1-Piz-CH 2 




2-366 


3,4-diF-Ph 


4-Pyr 


4-Me-l-Piz-CH 2 


20 


2-367 


3,4-diF-Ph 


4-Pyr 


2-Piz-CH 2 




2-368 


3,4-diF-Ph 


4-Pyr 


4-Pyr-CH 2 




2-369 


3,4-diF-Ph 


4-Pyr 


3-Pyr-CH 2 


25 


2-370 


3,4-diF-Ph 


4-Pyr 


2-Pyr-CH 2 




2-371 


3,4-diF-Ph 


4-Pyr 


4-Pym-CH 2 




2-372 


3,4-diF-Ph 


4-Pyr 


5-Pym-CH 2 


30 


2-373 


3,4-diF-Ph 


4-Pyr 


2-Pym-CH 2 




2-374 


3-Cl-Ph 


4-Pyr 


H 2 N-CH 2 




2-375 


3-Cl-Ph 


4-Pyr 


H 2 N-(CH 2 ) 2 


35 


2-376 


3-Cl-Ph 


4-Pyr 


H 2 N-(CH 2 ) 3 




2-377 


3-Cl-Ph 


4-Pyr 


H 2 N-(CH 2 )4 




2-378 


3-Cl-Ph 


4-Pyr 


MeNH-CH 2 


40 


2-379 


3-Cl-Ph 


4-Pyr 


McNH-(CH 2 ) 2 




2-380 


3-Cl-Ph 


4-Pyr 


MeNH-(CH 2 ) 3 




2-381 


3-Cl-Ph 


4-Pyr 


MeNH-(CH 2 ) 4 


45 


2-382 


3-Cl-Ph 


4-Pyr 


EtNH-CH 2 




2-383 


3-Cl-Ph 


4-Pyr 


EtNH-(CH 2 ) 2 




2-384 


3-Cl-Ph 


4-Pyr 


EtNH-(CH 2 ) 3 


SO 


2-385 


3-Cl-Ph 


4-Pyr 


EtNH-(CH 2 ) 4 




2-386 


3-Cl-Ph 


4-Pyr 


Me 2 N-CH 2 




2-387 


3-Cl-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 2 


55 


2-388 


3-Cl-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 3 
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Compound 

No. 


R 


R 2 


R 3 




2-389 


3-Cl-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 4 




2-390 


3-Cl-Ph 


4-Pyr 


1-Azt-CH 2 


10 


2-391 


3-Cl-Ph 


4-Pyr 


1-Azt-(CH 2 ) 2 




2-392 


3-Cl-Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 




2-393 


3-Cl-Ph 


4-Pyr 


1-Azt-(CH 2 ) 4 


15 


2-394 


3-Cl-Ph 


4-Pyr 


1-Pyrd-CH 2 




2-395 


3-Cl-Ph 


4-Pyr 


l-PyrcUCH^ 




2-396 


3-Cl-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 3 


20 


2-397 


3-Cl-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 4 




2-398 


3-Cl-Ph 


4-Pyr 


1-Pip-CH 2 




2-399 


3-Cl-Ph 


4-Pyr 


1-Pip-(CH 2 ) 2 

Mr \ ^ J £■ 


25 


2-400 


3-Cl-Ph 


4-Pyr 


1-Pip-(CH 2 ) 3 




2-401 


3-Cl-Ph 


4-Pyr 


1-Pip-(CH 2 )4 




2-402 


3-Cl-Ph 


4-Pyr 


l-Mor-CH 2 


30 


2-403 


3-Cl-Ph 


4-Pyr 


l-Mor-(CH 2 )2 




2-404 


3-Cl-Ph 


4-Pyr 


l-Mor-(CH 2 ) 3 




2-405 


3-Cl-Ph 


4-Pyr 


l-Mor-(CH 2 ) 4 


35 


2-406 


3-Cl-Ph 


4-Pyr 


l-Tmor-CH 2 




2-407 


3-Cl-Ph 


4-Pyr 


l-Tmor-CCH^ 




2-408 


3-Cl-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 3 


40 


2-409 


3-Cl-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 4 




2-410 


3-Cl-Ph 


4-Pyr 


1-Piz-CH 2 




2-411 


3-Cl-Ph 


4-Pyr 


1-Piz-(CH 2 )2 


45 


2-412 


3-Cl-Ph 


4-Pyr 


1-Piz-(CH 2 ) 3 




2-413 


3-Cl-Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




2-414 


3-Cl-Ph 


4-Pyr 


1-Piz-(CH 2 ) 4 


50 


2-415 


3-Cl-Ph 


4-Pyr 


3-Azt 




2-416 


3-Cl-Ph 


4-Pyr 


l-Me-3-Azt 




2-417 


3-Cl-Ph 


4-Pyr 


l-Bn-3-Azt 


55 


2-418 


3-Cl-Ph 


4-Pyr 


3-Pyrd 
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Compound 
NO. 


R 1 


R 2 


R 3 




2-41 Q 


3-Cl-Ph 


4-Pyr 


l-Me-3-Pyrd 




2-420 


3-Cl-Ph 


4-Pvr 


3-Pip 


10 


2-421 


3-Cl-Ph 


4-Pyr 


4-Pip 
* 




2-422 


3-Cl-Ph 


4-Pvr 


4-(3 4-deH-Pip) 




^-423 


3-Cl-Ph 


4-Pyr 


l-Me-4-Pip 


15 


2-424 


3-Cl-Ph 


4-Pyr 


l-Me-4-(3,4-deH-Pip) 




2-425 


3-Cl-Ph 


4-Pyr 


l-Et-4-Pip 




2-426 


3-Cl-Ph 


4-Pyr 


l-Bn-4-Pip 


20 


2-427 


3-Cl-Ph 


4-Pvr 


3-Hpip 




2-428 


3-Cl-Ph 


4-Pvr I 


l-Me-3-Hpip 




2-429 


3-Cl-Ph 


4-Pvr 


4-Hpip 


25 


2-430 


3-Cl-Ph 


4-Pvr 


l-Me-4-Hpip 




2-431 


3-Cl-Ph 


4-Pyr 


2-Mor 


... 


2-432 


3-Cl-Ph 


4-Pyr 


l-Me-2-Mor 


... 
30 


2-433 


3-Cl-Ph 


4-Pyr 


2-Tmor 




2-434 


3-Cl-Ph 


4-Pvr 


l-Me-2-Tmor 




2-435 


3-Ci-Ph 


4-Pvr 


1-Piz 


35 


2-436 


3-Cl-Ph 


4-Pyr 


4-Me-l-Piz 




2-437 


3-Cl-Ph 


4-Pyr 


2-Piz 




2-438 


3-Cl-Ph 


4-Pyr 


4-Pyr 


40 


2-439 


3-Cl-Ph 


4-Pyr 


3-Pyr 




2-440 


3-Cl-Ph 


4-Pyr 


2-Pyr 




2-441 


3-Cl-Ph 


4-Pyr 


4-Pym 


45 


2-442 


3-Cl-Ph 


4-Pyr 


5-Pym 




2-443 


3-Cl-Pb 


4-Pyr 


2-Pym 




"2-444 


3-Cl-Ph 


4-Pyr 


3-Azt-CH 2 


50 


2-445* 


3-Cl-Ph 


4-Pyr 


l-Me-3-Azt-CH 2 j 




2-446 


3-Cl-Ph 


4-Pyr 


3-Pyrd-CH 2 




2-447 


3-Cl-Ph 


4-Pyr 


l-Me-3-Pyrd-CH 2 


55 


2-448 


3-Cl-Ph 


4-Pyr 


4-Pip-CH 2 
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Compound 


R' 


R 2 


R 3 




2-449 


3-Cl-Ph 


4-Pyr 


l-Me-4-PiD-CH? 




2-450 


3-Cl-Ph 


4-Pvr 


3-Hdid-CHo 




2-451 


3-Cl-Ph ' 


4-Pvr 


1 -Me-3-Hbio-CH? 




2-452 


3-Cl-Ph 


4-Pvr 






2-453 


3-Cl-Ph 


4-Pvr 


1 -Me-4-HciD-CHo 


15 


2-454 


3-Cl-Ph 


4-Pvr 


2-Mor-CH7 




2-455 


3-Cl-Ph 


4-Pvr 


l-Me-2-Mor-CH^ 




2-456 


3-Cl-Ph 


4-Pvr 


2-Tmor-CH^ 


20 


2-457 


3-Cl-Ph 


4-Pyr 


1 -Me-2-Tmor-CH-, 




2-458 


3-CJ-Ph 


4-Pvr 
* ✓ * 


1-Piz-CH? 




2-459 


3-Cl-Ph 


4-Pyr 


4-Me-l-Pi2-CH^ 

~ J.»Xw X X IX. Vi *^ 


25 


2-460 


3-Cl-Ph 


4-Pvr 


2-Piz-CH^ 




2-461 


3-Cl-Ph 


4-Pyr 


4-Pvr-CH-> 




2-462 


3-Cl-Ph 


4-Pvr 


3-Pvr-CH^ 


30 


2-463 


3-Cl-Ph 


4-Pyr 


2-Pvr-CH«> 

A AT jri V-*A A 2 




2-464 


3-Cl-Ph 


4-Pyr 


^^x in v_^xx2 




2-465 


3-Cl-Ph 


4-Pyr 


5-Pvm-CH^ 


35 


2-466 


3-Cl-Ph 


4-Pyr 


2-Pvm-CHi 




2-467 


Ph 


2-NH 2 -4-Pvm 


1A21~ wA *2 




2-468 


Ph 


2-NH?-4-Pvm 




40 


2-469 


Ph 


2-NH2-4-Pym 






2-470 


Ph 


2-NH2-4-Pym 






2-471 


Ph 


2-NH2-4-Pym 


MeNH-CH? 


45 


2-472 


Ph 


2-NH 2 -4-Pym 


MeNH-fCH^i* 




2-473 


Ph 


2-NH 2 -4-Pym 






2-474 


Ph 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 4 


50 


2-475 


Ph 


2-NH2-4-Pym 


EtNH-CHj 




2-476 


Ph 


2-NH2-4-Pym 


EtNH-(CH 2 ) 2 




2-477 


Ph 


2-NH2-4-Pym 


EtNH-(CH 2 ) 3 


55 


2-478 


Ph j 


2-NH2-4-Pym 


EtNH-(CH 2 )4 



152 
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Compound 

NO. 


R 1 


R 2 


R 3 




2-479 


Ph 


2-NH 2 -4-Pym 


Me 2 N-CH 2 




2-480 


Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 2 


10 


2-481 


Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 3 




2-482 


Ph 


2-NH?-4-Pvm 


Me2N-(CH 2 ) 4 




2-483 


Ph 


2-NH2-4-Pym 


1-Azt-CH 2 


15 


2-484 


Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 2 




2-485 


Ph 


2-NH 2 -4-Pym 


l-Azt-(CH 2 )a 




2-486 


Ph 


2-NH2-4-Pym 


1-Azt-(CH 2 ) 4 


20 


2-487 


Ph 


2-NH?-4-Pym 


1-Pyrd-CH 2 




2-488 


Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 > 


- 


2-489 


Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 )3 


25 


2-490 


Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 4 




2-491 


Ph 


2-NH 2 -4-Pym 


1-Pip-CH 2 




2-492 


Ph 


2-NH 2 -4-Pym 


1-Pip-(CH2)2 


— 
30 


2-493 


Ph 


2-NH 2 -4-Pym 


1-Pip-(CH2)3 




2-494 


Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 4 




2-495 


Ph 


2-NH 2 -4-Pym 


l-Mor-CH 2 


... 
35 


2-496 


Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 2 




2-497 


Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 >3 




2-498 


Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 4 




2-499 


Ph 


2-NH 2 -4-Pym 


l-Tmor-CH 2 




2-500 


Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 2 




2-501 


Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 3 


45 


2-502 


Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 )4 




2-503 


Ph 


2-NH 2 -4-Pym . 


1-Piz-CH 2 




2-504 


Ph 


2-NH 2 -4-Pym 


1-Piz-<CH2>2 


50 


2-505 


Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 3 




2-506 


Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




2-507 


Ph" 


2-NH 2 -4-Pym 


1-Piz-(CH 2 )4 


55 


2-508 


Ph 


2-NH 2 -4-Pym 


3-Azt 
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Compound 
No. 


R' 


R 2 


R 3 




2-509 


Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt 




2-510 


Ph 


2-NH 2 -4-Pym 


l-Bn-3-Azt 


1 n 

7 V 


2-511 


Ph 


2-NH 2 -4-Pym 


3-Pyrd 




2-512 


Ph 


2-NH2-4-Pym 


l-Me-3-Pyrd 




2-513 


Ph 


2-NH2-4-Pym 


3-Pip 1 

Mr 


15 


2-514 


Ph 


2-NH2-4-Pym 


4-Pip 




2-515 


Ph 


2-NH2-4-Pym 


4-(3,4-deH-Pip) 




2-516 


Ph 


2-NH2-4-Pym 


l-Me-4-Pip 




2-517 


Ph 


2-NHr-4-Pym 


l-Me-4-(3 4-deH-Pip) 




2-518 


Ph 


2-NH 2 -4-Pym 


l-Et-4-Pip 




2-519 


Ph 


2-NH 2 -4-Pym 


l-Bn-4-Pip 


25 


2-520 


Ph 


2-NH 2 -4-Pym 


3-Hpip 




2-521 


Ph 


2-NH 2 -4-Pym 


l-Me-3-Hpip 




2-522 


Ph 


2-NH 2 -4-Pym 


4-Hpip 


30 


2-523 


Ph 


2-NH 2 -4-Pym 


l-Me-4-HDiD 




2-524 


Ph 


2-NH 2 -4-Pym 


2-Mor 




2-525 


Ph 


2-NH 2 -4-Pym 


l-Me-2-Mor ! 


35 


2-526 


Ph 


2-NH 2 -4-Pym 


2-Tmor 




2-527 


Ph 


2-NH 2 -4-Pym 


1 -Me-2-Tmor 




2-528 


Ph 


2-NH 2 -4-Pym 


1-Piz 


40 


2-529 


Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 




2-530 


Ph 


2-NH 2 -4-Pym 


2-Piz 




2-531 


Ph 


2-NH 2 -4-Pym 


4-Pyr 


45 


2-532 


Ph 


2-NH 2 -4-Pym 


3-Pyr 




2-533 


Ph 


2-NH 2 -4-Pym 


2-Pyr 




2-534 


Ph 


2-NH 2 -4-Pym 


4-Pym 


50 


2-535 


Ph 


2-NH 2 -4-Pym 


5-Pym 




2-536 


Ph 


2-NH 2 -4-Pym 


2-Pym j 




2-537 


Ph 


2-NH 2 -4-Pym 


3-Azt-CH 2 


55 


2-538 


Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt-CH 2 
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Compound 


R 1 


R 2 


1 

R 




2-539 


Ph 


2-NH 2 -4-Pym 


3-Pyrd-CH 2 




2-540 


Ph 


2-NH 2 -4-Pym 


i-Me-3-Pyrd-CH 2 


10 


2-541 


Ph 


2-NH 2 -4-Pym 


4-Pip-CH 2 




2-542 


Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip-CH 2 


• 


2-543 


Ph 


2-NH 2 -4-Pym 


3-Hpip-CH 2 


15 


2-544 


Ph 


2-NH 2 -4-Pym 


l-Me-3-Hpip-CH 2 




2-545 


Ph 


2-NH 2 -4-Pym 


4-Hpip-CH 2 




2-546 


Ph 


2-NH 2 -4-Pym 


l-Me-4-Hpip-CH 2 


20 


2-547 


Ph 


2-NHr4-Pyni 


2-Mor-CH 2 




2-548 


Ph 


2-NH 2 -4-Pym 


l-Me-2-Mor-CH 2 




2-549 


Ph 


2-NH2-4-Pym 


2-Tmor-CH 2 


25 


2-550 


Ph 


2-NHz^-Pym 


l-Me-2-Tmor-CH 2 




2-551 


Ph 


2-NH 2 -4-Pym 


1-Piz-CH 2 




2-552 


Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-CH 2 


30 


2-553 


Ph 


2-NH 2 -4-Pym 


2-Piz-CH 2 




2-554 


Ph 


2-NH 2 -4-Pym 


4-Pyr-CH 2 




2-555 


Ph 


2-NH 2 -4-Pym 


3-Pyr-CH 2 


... 
35 


2-556 


Ph 


2-NH 2 -4-Pym 


2-Pyr-CH 2 




2-557 


Ph 


2-NH 2 -4-Pym 


4-Pym-CH 2 




2-558 


Ph 


2-NH 2 -4-Pym 


5-Pym-CH 2 


40 


2-559 


Ph 


2-NH 2 -4-Pym 


2-Pym-CH 2 




2-560 


4-F-Ph 


2-NH 2 -4-Pym 


H 2 N-CH 2 




2-561 


4-F-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 ) 2 


45 


2-562 


4-F-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 ) 3 




2-563 


4-F-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 ) 4 




2-564 


4-F-Ph 


2-NH 2 -4-Pym 


MeNH-CH 2 


50 


2-565 


4-F-Ph 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 2 




2-566 


4-F-Ph 


2-NH 2 -4-Pym . 


MeNH-(CH 2 ) 3 




2-567 


4-F-Ph 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 4 


55 


2-568 


4-F-Ph 


2-NH 2 -4-Pym 


EtNH-CH 2 
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Compound 




R 2 


R 3 




2-569 


4-F-Ph 


2-NH?-4-Pvm 






2-570 


i 4-F-Ph 

; 

: 


2-NH?-4-Pvm 

llAX^ r X J 111 


i-U ill ^V»Xx2/^ 


■in 


2-571 


I 4-F-Ph 


2-NH?-4-Pvm 

• * ^ * ^ £ * ■* j in 


EtNH-fPFM, 




2-572 


| 4-F-Ph 


2-NH«>-4-Pvm 


1V1 C2 J N - V-rXT. 2 




2-573 


j 4-F-Ph 


2-NH>-4-Pvm 


itx x \wxx2y2 




2-574 


4-F-Ph 


2-NH?-4-Pvm 


xv*w2i i \v^xT2 jy 




2-575 


4-F-Ph 


2-NH?-4-Pvm 

X» 1 1 A A 2 " * Jill 


ivi C2l L-.X12 /4 




2-576 


4-F-Ph 


2-NH?-4-Pvm 

■» '1*2 " * Jill 




on 


2-577 


4-F-Ph 


2-NH->-4-Pvm 

■* 1X1^ * A Till 






2-578 


4-F-Ph 


2-NH->-4-Pvm 

* x i a x 2 ™ * jxix 


1-AZI-{CIa2/3 




2-579 


4-F-Ph 


2-NH?-4-Pvm 

^ *iii7 ^ x y ill 




25 


2-580 


4-F-Ph 


2-NH-»-4-Pvm 

1 Jill 


i -x yro-^rii2 




2-58 1 


4-F-Ph 


2-NH->-4-Pvm 
^ liii^ ~ i jin 






2-582 


4-F-Ph 


2-NH->-4-Pvm 

^ i^li^ " X Jill 


1 -PvrH./PT-T^ 


30 


2-583 


4-F-Ph 


^-NH^-4-Pvm 

*» ill A 2 • X J III 


i -<r yrQ-^ri274 




2-584 


4-F-Ph 


2-NH->-4-Pvm 

•* j ii* 


1 -Pm.PW.. 




2-585 


4-F-Ph 


2-NH>-4-Pvm 

& 11112 — i j Hi 


1 .Pin-fPW*V» \ 

I -r ip-^ri2i2 


jo 


2-586 


4-F-Ph 


2-NH-r-4-Pvm 

^ i — x x^ * x Jrlil 






2-587 


4-F-Ph 


2-NH?-4-Pvm 

~ i x jrxxx 






2-588 


4-F-Ph 


2-NH?-4-Pvm 1 

*• 1 '11^ w X Jill 


1 lTlXJl V_^X X2 


40 


2-589 


4-F-Ph 


2-NH>-4-Pvm 

~ r i yaax 


i ^ v-'Xx2 /2 




2-590 


4-F-Ph 


2-NH->-4-Pvm 

* I'AAJ T X J III 


l -jviui -^v_*xi2 /3 




2-59 1 


4-F-Ph 


2-NH->-4-Pvm 


i i»iui ^\^x x2 /4 


45 


2-592 


4-F-Ph 


2-NH->-4-Pvm 

1 ' X ' * jlH 


1 -Tmnr-PT-T-. 
i i liiv/i wxx2 




2-593 


4-F-Ph 


2-NH-»-4-Pvm 

* T X Till 


1-1 UHJI V./XJ.2 /2 




2-594 


4-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH2)3 


50 


2-595 


4-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 )4 




2-596 


4-F-Ph 


2-NH 2 -4-Pym 


1-Piz-CH 2 




2-597 


4-F-Ph 


2-NH2-4-Pym 


1-Piz-(CH2)2 


55 


2-598 


4-F-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 3 
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Compound 
No. 


K 


R 2 


R 3 




2-599 


4-F-Ph 


2-NH;r4-Pyni 


4-Me-l-Piz-(CH 2 )3 




2-600 


4-F-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 )4 


10 


2-601 


4-F-Ph ' 


2-NH2-4-Pym 


3-Azt 




2-602 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt 




2-603 


4-F-Ph 


2-NH 2 -4-Pym 


l-Bn-3-Azt 


15 


2-604 


4-F-Ph 


2-NH 2 -4-Pym 


3-Pyrd 




2-605 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd 




2-606 


4-F-Ph 


2-NH 2 -4-Pym 


3-Pip 


20 


2-607 


4-F-Ph 


2-NH 2 -4-Pym 


4-Pip 




2-608 


4-F-Ph 


2-NH 2 -4-Pym 


4-(3,4-deH-Pip) 




2-609 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip 


25 


2-610 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) 




2-611 


4-F-Ph 


2-NH 2 -4-Pym 


l-Et-4-Pip 




2-612 


4-F-Ph 


2-NH 2 -4-Pym 


l-Bn-4-Pip 


30 


2-613 


4-F-Ph 


2-NH 2 -4-Pym 


3-Hpip 




2-614 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-Hpip 




2-615 


4-F-Ph 


2-NH 2 -4-Pym 


4-Hpip 


35 


2-616 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-4-Hpip 




2-617 


4-F-Ph 


2-NH 2 -4-Pym 


2-Mor 




2-618 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-2-Mor 


40 


2-619 


4-F-Ph 


2-NH 2 -4-Pym 


2-Tmor 




2-620 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-2-Tmor 




2-621 


4-F-Ph 


2-NH 2 -4-Pym 


1-Piz 


45 


2-622 


4-F-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 




2-623 


4-F-Ph 


2-NH 2 -4-Pym 


2-Piz 




"2-624 


4-F-Ph 


2-NH 2 -4-Pym 


4-Pyr 


50 


2-625 


4-F-Ph 


2-NH 2 -4-Pym 


3-Pyr 




2-626 


4-F-Ph 


2-NH 2 -4-Pym 


2-Pyr 




2-627 


4-F-Ph 


2-NH 2 -4-Pym 


4-Pym 


55 


2-628 


4-F-Ph 


2-NH 2 -4-Pym 


5-Pym 
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Compound 

l>0. 


R 1 


R 2 


R 3 




2-629 


4-F-Ph 


2-NH-- 4-Pvm 

x 1^X12^^ x ym 


9 P\im 

x-rym 




2-630 


4-F-Ph 

•T— X X XI 


4-Pvm 


^ A-rf r*H, 


10 


2-631 


4-F-Ph 

^ 1 X 11 


x-x>xx2-*t-i yxil 


1 -lYlcO-AZl-^Xl2 




2-632 


4-F-Ph 


x - x > xx 2 —*t— a yin 


j-ryTQ-\^rx2 




2-633 


4-F-Ph 

~ X X 11 


x -i >i xx2-*t-«r yrci 


l - jvic- j-ryra-Url2 


15 


2-634 


4-F-Ph 








2-635 


4-F-Ph 

T X X xx 


x-i\ri2-^-x yni 


1 -iVle-4-rip-Crl2 




2-636 


4-F-Ph 


x- n 2^*^ * ym 


j-ripip-L.rl2 


20 


2-637 


4-F-Ph 


-X -i > xi2-^t— x ym 


i -Meo-ripip-Cji2 




2-638 


4-F-Ph 


7-MR-^J^Pvrm 

x-inxx2-^t-x yiri 


H-ripip-Crl2 




2-639 


4-F-Ph 

T X X XX 


O-Xnj-- a Dim 
x -ix ri2-^t-i yrn 


1 \A *>^A LJ«%^«v nil 

i -Me-^rlpip-Url2 


25 


2-640 


4-F-Ph 




x-Jvior-L,rl2 




2-641 


4-F-Ph 


x-i>xx2-*T-x yrn 


J -xVje-x-Mor-Cri2 




2-642 


4-F-Ph 


9_XTTJ- A Pi^ 

i>ri2^T rym 


x- 1 mor-Uxi2 


30 


2-643 


4-F-Ph 


x -in ri2- < f-x ym 


1 IV 4a O T"«%«.^ pTJ 

J -Me-2- 1 mor-Cri2 




2-644 


4-F-Ph 

i X X 11 


9 -XTIJ *_>±_P\ rrr» 


1 -riz-Crl2 




2-645 


4-F-Ph 


9-XTLJ A T>\ rrv\ 

x - j \n 2^f"ryin 


4-ivie- 1 -F12-CH2 


35 


2-646 


4-F-Ph 


x -x >i xx. j-*t yixi 


9 Pit 

x-rlZ-l^xT2 




2-647 


4-F-Ph 


x-j^iri2^*~* ym 


/f !>««*• /""'"LI I 

4-^^-^1-12 




2-648 


4-F-Ph 


x —i iH2^T-r y i ix 


:? p. — ru 

j-Jryr-v-.ri2 


40 


2-649 


4-F-Ph 


7->JH-»-4-Pvm 


9 pvr n-i 




2-650 


4-F-Ph 


x-i^.ri2— *♦— * yxii 


4-Kym-L^ri2 




2-651 


4-F-Ph 


7-NHwl-Pvm 

• l iixx2^» x ym 


j-ryin-cri2 


45 


2-652 


4-F-Ph 


9 _XJIJ-,-4-Pvrrt 
X"Jirij**T a /in 


*> P\mi /^TJ 




2-653 


3-F-Ph 


x -x rx2-*t- x ym 


r_r xi r^TJ 
Xl2xN-Crl2 




2-654 


3-F-Ph 


2-NH2-4-Pym 


H 2 N-(CH2)2 


50 


2-655 


3-F-Ph 


2-NH2-4-Pym 


H 2 N-(CH 2 ) 3 




2-656 


3-F-Ph 


2-NHr4-Pym 


H 2 N-(CH2)4 




2-657 


3-F-Ph 


2-NHr4-Pym 


MeNH-CH 2 


55 


2-658 


3-F-Ph 


2-NH2-4-Pym 


MeNH-(CHa>j 



158 
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5 


Compound 

NO. 


R* 


R 2 


R 3 




2-659 


3-F-Ph 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 3 




2-660 


3-F-Ph 


2-NH?-4-Pym 


MeNH-(CH 2 ) 4 


10 


2-661 


3-F-Ph 


2-NH 2 -4-Pym 


EtNH-CH 2 






3-F-Ph 

J X 1 11 


2-NHt-4-Pviti 


EtNH-(CH 2 ) 2 




2-663 


3-F-Ph 


2-NH?-4-Pvm 


EtNH-(CH^3 


15 


X — ULM* 


3-F-Ph 


2-NH?-4-Pvm 


EtNH-(CH 2 ) 4 




2-665 


3-F-Ph 


2-NH 2 -4-Pym 


Me 2 N-CH 2 




2-666 


3-F-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 2 


20 


2-667 


3-F-Ph 


2-NH?-4-Pym 


Me 2 N-(CH 2 ) 3 




2-668 


3-F-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 4 




2-669 


3-F-Ph 


2-NH 2 -4-Pym 


1-Azt-CH 2 


25 


2-670 


3-F-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 2 




2-671 


3-F-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 3 


... 


2-672 


3-F-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 4 


30 


2-673 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pyrd-CH 2 




2-674 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 2 




2-675 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 3 


35 


2-676 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 4 




2-677 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pip-CH 2 




2-678 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 2 


40 


2-679 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 3 




2-680 


3-F-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 )4 




2-681 


3-F-Ph 


2-NH 2 -4-Pym 


l-Mor-CH 2 


45 


2-682 


3-F-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 2 




2-683 


3-F-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 3 




2-684 


3-F-Ph 


2-NH 2 -4-Pym. 


l-Mor-(CH 2 )4 


50 


2^685 


3-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-CH 2 




2-686 


3-F-Ph 


2-NH 2 -4-Pym . 


l-Tmor-CC^h 




2^687 


3-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 3 


55 


2^688 


3-F-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 4 
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Compound 


R 1 


R 2 


R 3 




2-689 


3-F-Ph 


2-NH->-4-Pvm 

- * i y III 


1 x *jt-\»»xx2 




2-690 


3-F-Ph 


1H1T**T T J III 


i-Pi7.rrH-,i^ 


1 n 
1 u 


2-691 


3-F-Ph 


I ^XX2 ' I yi~ll 






2-692 


3-F-Ph 


i ^x "*t *i ym 






2-693 


3-F-Ph 




1 -Pi-r./TT-I^, 
I -x I«o"VV^li2/4 


15 


2-694 


3-F-Ph 


2-NH^-4-Pvm 

» 1 T i Jill 


O A7t 




2-695 


3-F-Ph 


2-NH->-4-Pvm 


1 -1VI CO -r\Zl 




2-696 


3-F-Ph 


2-NH-»-4-Pvm 




20 


2-697 


3-F-Ph 


2 -NH->-i-Pvm 


^-xyra 




2-698 


3-F-Ph 


2-NH^-4-Pvm 
^ * t x y in 


1 Up *5 P\rrH 




2-699 


3-F-Ph 


2-NH->-4-Pvm 
i xi J- 2 ^ r yili 


3-x ip 


25 


2-700 


3-F-Ph 


x-i ^xx2^r-x yui 


A Pin 




2-701 


3-F-Ph 


2-NH>-4-Pvm 

i tix ±2 ~ x ym 


, H^^,*t-acri-Jrip j 




2-702 


3-F-Ph 


2 -"NH <»-xl- P vm 


1 \A*>-A Pi™ 


30 


2-703 


3-F-Ph 


2-NH->-4-Pvm 






2-704 


3-F-Ph 


2-NH->-4.Pvm 

X^IXXJ^-t^X 


i -ni-**- rip 




2-705 


3-F-Ph 


*v lTixx2^r— x jrill 


i -on -.rip 


35 


2-706 


3-F-Ph 


2 -NH->-4-Pvm 

^ j ^x x^ ~ x ym 


j-npip 




2-707 


3-F-Ph 


2-NH->-4-Pvm 


1 -lvic-^-ripip 




2-708 


3-F-Ph 


2-NH>-4-Pvm 

iixx^ i i ym 


*r-npip 


40 


2-709 


3-F-Ph 


2-NH->-4-Pvm 


i -ivic-*?-npip 




2-710 


3-F-Ph 


2 -MH -»-4.Pvm 

*V — I 11 £ X 2^T— JT Jf 1 1 J 


z-ivjor 




2-711 


3-F-Ph 


7-NH «»-4-Pvm 


i -ivie-z-ivior 


45 


2-712 


3-F-Ph 


^ li**2~ x jr 111 






2-713 


3-F-Ph 


2-NH->-4-Pvm 

■*» *iii2~ * y m 


1 -1V1C-X- 1 nior 




2-714 


3-F-Ph 


2-NH2-4-Pyxn 


l-Piz 


50 


2-715 


3-F-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 




2-716 


3-F-Ph 


2-NH 2 -4-Pym 


2-Piz 




2-717 


3-F-Ph 


2-NH2-4-Pym 


4-Pyr 


55 


2-718 


3-F-Ph 


2-NH 2 -4-Pym 


3-Pyr 



160 
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5 


Compound 

JNO. 


R 1 


R 2 


R 3 




2-719 


3-F-Ph 


2-NH 2 -4-Pym 


2-Pyr * 




2-720 


3-F-Ph 


2-NH:-4-Pym 


4-Pym 


10 


2-721 


3-F-Ph 


2-NH 2 -4-Pym 


5-Pym 




2-722 


3-F-Ph 


2-NH:-4-Pym 


2-Pym 




2-723 


3-F-Ph 


2-NH:-4-Pym 


3-Azt-CH 2 


15 


2-724 


3-F-Ph 


2-NH : -4-Pym 


l-Me-3-Azt-CH 2 




2-725 


3-F-Ph 


2-NH 2 -4-Pym 


3-Pyrd-CH 2 




2-726 


3-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd-CH 2 


20 


'2-727 


3-F-Ph 


2-NH2-4-Pym 


4-Pip-CH 2 




2-728 


3-F-Ph 


2-NH2-4-Pym 


l-Me-4-Pip-CH 2 




2-729 


3-F-Ph 


2-NH2-4-Pym 


3-Hpip-CH 2 


25 


2-730 


3-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-Hpip-CH 2 




2-731 


3-F-Ph 


2-NH2-4-Pym 


4-Hpip-CH 2 




2-732 


3-F-Ph 


2-NHj-4-Pym 


l-Me-4-Hpip-CH 2 


- 

30 


2-733 


3-F-Ph 


2-NH 2 -4-Pym 


2-Mor-CH: 




2-734 


3-F-Ph 


2-NH 2 -4-Pym 


l-Me-2-Mor-CH 2 




2-735 


3-F-Ph 


2-NH 2 -4-Pym 


2-Tmor-CH 2 


35 


2-736 


3-F-Ph 


2-NH 2 -4-Pym 


l-Me-2-Tmor-CH 2 




2-737 


3-F-Ph 


2-NH 2 -4-Pym 


1-Piz-CH 2 




2-738 


3-F-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-CH 2 


40 


2-739 


3-F-Ph 


2-NH 2 -4-Pym 


2-Piz-CH 2 




2-740 


3-F-Ph 


2-NH 2 -4-Pym 


4-Pyr-CH 2 | 




2-741 


3-F-Ph 


2-NH 2 -4-Pym 


3-Pyr-CH 2 


45 


2-742 


3-F-Ph 


2-NH 2 -4-Pym 


2-Pyr-CH 2 




2-743 


3-F-Ph 


2-NH 2 -4-Pym 


4-Pym-CH 2 




2-744 


3-F-Ph 


2-NH 2 -4-Pym 


5-Pym-CH 2 " 


50 


2-745 


3-F-Ph 


2-NH 2 -4-Pym 


2-Pym-CH 2 




2-746 


3,4-diF-Ph 


2-NH 2 -4-Pym 


H 2 N-CH 2 




2-747 


3,4-diF-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 ) 2 


55 


2-748 


3,4-diF-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 )j ■ 



4 ,*161 
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5 


Compound 


t 


R 2 


R 3 




2-749 


j 3,4-diF-Ph 


2-NH?-4-Pvm 






2-750 


j 3,4-diF-Ph 


2 -NH->-4-P vm 


jTxciix x v^x 12 


10 


2-751 


3,4-diF-Ph 


2-NH>-4-Pvm 

^ X^H2 i A J LLX 


XTXwJ iXi \V^XX2/2 




2-752 


3,4-diF-Ph 


2-NH-»-4-Pvm 

I'i-i^ * * JM.ll 


ivxciN xx-^V-»rT2 /3 




2-753 


i 3,4-diF-Ph 


2-NH->-4-Pvm 

• -i ^ * x Jill 


ivici i xx - V, 1* 2 /4 


15 


2-754 


j 3,4-diF-Ph 


2-NH7-4-Pvm 

» * ^ *-*2 * A Till 


i^il iix ^xx2 




2-755 


i 3 4-diF-Ph 




17-. U ixl -^i^xl 2 Yl 




2-756 


3,4-diF-Ph 


2-"NH>-4-Pvm 


FtNW- fPH-,^ 1 
Crii i rx-^\^ri2 /3 


20 


2-757 


3,4-diF-Ph 


2-NH*-4-Pvm 


x^ij ixx— \V-'Xx2 ^4 




2-758 


3,4-diF-Ph 


^-NH->-4-Pvm 


1Vxv 2 i.i V^xxJ 




2-759 


3 4-diF-Ph 


X 1 1 X 2 ~ X Jill 


IVIC211 "\V.^xi2/2 


25 


2-760 


3,4-diF-Ph 


2-NH->-4-Pvm 


ivic 2 1 1 -\ ^xl 2 /3 




2-761 


3,4-diF-Ph 


2-NH>-4-Pvm 

<t» 1 lllJ^T X J 111 


ivic2 1 1 -\\-»rx 2 /4 




2-762 


3,4-diF-Ph 


2-N"H->-4-Pvm 

11112 * * JAM* 


1 -Art-PH-, 


30 


2-763 


3,4-diF-Ph 


2-NH->-4-Pvm 

^ 111 XjJ ■ X YAH 


1 -ATi-fPT-T-^V. 

1 L-^v>-Tx2 / 2 




2-764 


3,4-diF-Ph 


2-NH-»-4-Pvm 

^ xix 12 " i jM.li 


1 -A-rt.fPT-K'U 1 




2-765 


3,4-diF-Ph 


2-NH^-4-Pvm 

i i x X2 • i j kii 


1 A 7t /PH^ 

i -/\zi-v i V-.ri2 )a 


35 


2-766 


3,4-diF-Ph 


2-NH>-4-Pvm 

^ XIX 12 * X JrXii 


l -x yiLi-\^Ji2 




2-767 


3,4-diF-Ph 


2-NH->-4-Pvm 


i -r yro-^xi2j2 




2-768 


3,4-diF-Ph 


2-*MH-»-4-Pvm 

1» xix 12 » X Jkll 


1 -PvrH-/'PH^ V 

i-ryra-^n 2 j3 


40 


2-769 


3,4-diF-Ph 


2-NH?-4-Pvm 

• 1H12 ' ■* J*MM 


i i yiu-^ri2j4 




2-770 


3,4-diF-Ph 


2 -NH-» -4-P vm 

x 1 1 12 — i jri»i 


1 -Pin-PR-, 
i — x ip-^n.2 




2-771 


3,4-diF-Ph 


2-NH*>-4-Pvm 

^ xi*i2 ~ i Txxi 




45 


2-772 


3,4-diF-Ph 


2-NH7-4-Pvm 

A ™ ^ ■ A Till 


1 -Pin-f PR-A* 




2-773 


3,4-diF-Ph 


2-NH->-4-Pvm 

• 111*2 " X jrXll 


I-Pitw/P'T-J.A.. 
1 -r ip-^V^n.2^4 




2-774 


3,4-diF-Ph 


2-NH 2 -4-Pyni 


l-Mor-CH 2 


50 


2-775 


3,4-diF-Ph 


2-NH 2 -4-Pyni 


l-Mor-(CH 2 >2 




2-776 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 3 




2-777 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 4 


55 


2-778 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Tmor-CH 2 



162 
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5 


No. 


R 


R 


IS. 




2-779 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 2 




2-780 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 3 


10 


2-781 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 4 




2-782 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Piz-CH 2 




2-783 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 2 


15 


2-784 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 3 




2-785 


3,4-diF-Ph 


2-NHr4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




2-786 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 4 


20 


2-787 


3,4-diF-Ph 


2-NH 2 -4-Pym 


3-Azt 




2-788 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt 




2-789 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Bn-3-Azt 


25 


2-790 


3,4-diF-Ph 


2-NH : -4-Pym 


3-Pyrd 




2-791 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd 





2-792 


3,4-diF-Ph 


2-NH 2 -4-Pym 


3-Pip ; 


30 


2-793 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Pip 




2-794 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-(3,4-deH-Pip) 


— 


2-795 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip 


35 


2-796 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) 




2-797 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Et-4-Pip 




2-798 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Bn-4-Pip 


40 


2-799 


3,4-diF-Ph 


2-NH 2 -4-Pym 


3-Hpip 




2-800 


3,4-diF-Ph 


2-NHr4-Pym 


l-Me-3-Hpip 




2-801 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4~Hpip 


45 


2-802 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-4-Hpip 




2-803 


3,4-diF-Ph 


2-NH 2 -4-Pym 


2-Mor 




2-804 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Mc-2-Mor 


SO 


2-805 


3,4-diF-Ph 


2-NH 2 -4-Pym 


2-Tmor 




2-806 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-2-Tmor 




2-807 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Piz 


55 


2-808 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 
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5 


Compound 

No. 




P 2 
K 


R 




2-809 


3,4-diF-Ph 


2-NH 2 -4-Pym 


2-Pi2 




2-810 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Pyr 


10 


2-811 


3,4-diP-Ph 


2-NH 2 -4-Pym 


3-Pyr 




2-812 


3,4-diF-Ph 


2-NH2-4-Pym 


2-Pyr 




2-813 


3,4-diF-Ph 


2-NHr4-Pym 


4-Pym 


15 


2-814 


3,4-diF-Ph 


2-NH 2 -4-Pym 


5-Pym 




2-815 


j 3,4-diF-Ph 


2-NH 2 -4-Pym 


2-Pym 




2-816 


3,4-diF-Ph 


2-NH 2 -4-Pym 


3-Azt-CH 2 


20 


2-817 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt-CH 2 




2-818 


3,4-diF-Ph 


2-NH 2 -4-Pym 


3-Pyrd-CH 2 




2-819 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd-CH 2 


25 


2-820 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Pip-CH 2 




2-821 


3,4-diF-Ph 


2-NH : -4-Pym 


l-Me-4-Pip-CH 2 




2-822 


3,4-diF-Ph 


2-NH 2 -4-Pym 


3-Hpip-CH 2 


30 


2-823 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Hpip-CH 2 




2-824 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Hpip-CH 2 




2-825 


3,4-diF-Ph 


2-NH : -4-Pym 


l-Me-4-Hpip-CH 2 


35 


2-826 


3,4-diF-Ph 


2-NH 2 -4-Pym 


2-Mor-CH 2 




2-827 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Me-2-Mor-CH 2 




2-828 


3,4-diF-Ph 


2-NH 2 -4-Pym 


2-Tmor-CH 2 


40 


2-829 


3,4-diF-Ph 


2-NH 2 -4-Pym 


l-Mc-2-Tmor-CH 2 




2-830 


3,4-diF-Ph 


2-NH 2 -4-Pym 


1-Piz-CH 2 




2-831 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-CH 2 


45 


2-832 


3,4-diF-Ph 


2-NH2-4-Pym 


2-Piz-CH 2 




2-833 


3,4-diF-Ph 


2-NH 2 -4-Pym 


4-Pyr-CH 2 




2-834 


3,4-diF-Ph 


2-NH2-4-Pym 


3-Pyr-CH 2 


SO 


2-835 


3,4-diF-Ph 


2-NH^-Pym 


2-Pyr-CH 2 




2-836 


3,4-diF-Ph 


2-NH2-4-Pym 


4-Pym-CH 2 




2-837 


3,4-diF-Ph 


2-NH 2 -4-Pym 


5-Pym-CH 2 


55 


2-838 


3,4-diF-Ph 


2-NH 2 -4-Pym 


2-Pym-CH 2 
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5 


wOllip U UJiU 

No. 


R 


K 


R 3 




2-839 


3-Cl-Ph 


2-NH 2 -4-Pym 


H 2 N-CH 2 




2-840 j 


3-Cl-Ph 


2-NH2-4-Pym 


H 2 N-{CH2)2 


10 


2-841 ! 

... i 


3-Cl-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 ) 3 } 




2-842 j 

i 


3-Cl-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 )4 




2-843 ; 

t 


3-Cl-Ph 


2-NH 2 -4-Pym 


MeNH-CH 2 


15 


2-844 j 


3-Cl-Ph 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 2 




2-845 


3-Cl-Ph 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 3 


■ 


2-846 


3-Cl-Ph 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 4 


20 


2-847 


3-Cl-Ph 


2-NH 2 -4-Pym 


EtNH-CH 2 




2-848 | 


3-Cl-Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 ) 2 




2-849 


3-Cl-Ph 


2-NH 2 -4-Pym 


EtNH-(CH2)3 


25 


2-850 


3-Cl-Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 )4 




2-851 


3-Cl-Ph 


2-NH 2 -4-Pym 


MejN-CHz 




2-852 


3-Cl-Ph 


2-NH 2 -4-Pym 


MezN-CCHz)! 


30 


2-853 


3-Cl-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ), 




2-854 


3-Cl-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 4 


— 


2-855 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Azt-CH 2 


35 


2-856 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 )2 




2-857 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 )3 




2-858 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 4 


40 


2-859 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Pyrd-CH 2 




2-860 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 )2 




2-861 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 3 


45 


2-862 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 4 




2-863 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Pip-CHj 




2-864 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 )2 


50 


2-865 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Pip.(CH 2 )3 




2-866 . 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 4 




2-867 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Mor-CH 2 


55 


2-868 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 2 
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R 1 


R 2 


R 3 


5 


No. 










2-869 


3-Cl-Ph 


2-NH;-4-Pym 


l-Mor-(CH 2 ) 3 




2-870 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 )4 


10 


2-871 


3-Cl-Ph 


2-NH : -4-Pym 


l-Tmor-CH 2 




2-872 


3-Cl-Ph 


2-NH : -4-Pym 


l-Tmor-(CH 2 ) 2 




2-873 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 3 


15 


2-874 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Tmor>(CH2)4 




2-875 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Piz-CH 2 




2-876 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 )* 


20 


2-877 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 )3 




2-878 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




2-879 


3-Cl-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 4 


25 


2-880 


3-Cl-Pb 


2-NH2-4-Pym 


3-Azt 




2-881 


3-Cl-Ph 


2-NH2-4-Pym 


l-Me-3-Azt 




2-882 


3-CI-Ph 


2-NH2-4-Pym 


l-Bn-3-Azt 


30 


2-883 


3-Cl-Ph 


2-NH^Pym 


3-Pyrd 




2-884 


3-CI-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pvrd 




2-885 


3-Cl-Ph 


2-NH 2 -4-Pym 


3-Pip 


35 


2-886 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Pip 




2-887 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-(3,4-deH-Pip) 




2-888 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip 


40 


2-889 


3-Cl-Ph | 


2-NH 2 -4-Pym 


1 -Mc-4-(3 ,4-deH-Pip) 




2-890 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Et-4-Pip 




2-891 


3-Cl-Ph 


2-NH 2 -4-Pym 


I-Bn-4-Pip 


45 


2-892 


3-Cl-Ph 


2-NH 2 -4-Pym 


3-Hpip 




2-893 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-3-Hpip 




2-894 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Hpip 


50 


2-895 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-4-Hpip 




2-896 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Mor 




2-897 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-2-Mor 


55 


2-898 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Tmor 
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5 


Compound 
No. 


R 1 


R 2 


R 3 




9 BOO 


VPI-Ph 


2-NH 7 -4-Pvm 

^ 1 1112 * * JrlAl 


l-Me-2-Tmor 




o onn 




1 IX X 2 ^^ X Jrlll 


1-Piz 


10 


9 om 


**-ci-Ph 4 

•>*-\_J~X 11 


2-NH«>-4-Pvm 


4-Me-l-Piz 




o on? 




9-7vJH-»-4-Pvm 

^ a ^» x X2 ' x y ii~i 


2-Piz 


■ - 




^ vl * *l 


9-NH-»-4-Pvm 


4-Pvr 

T X Jfl 


15 


9 oc\a 




2-NH->-4-Pvm 

a> iii 12 ■ x y in 


3-Pvr 






-> V-'l x 11 


2-NH->-4-Pvm 

*- i ixx 2 ~ x jriii 


2-Pvr 

av i jri 






3-Cl-Ph 


2-NH?-4-Pvm 


4-Pym 


20 


9 OH7 


3-Cl-Ph 

X 11 


2-NH^-4-Pvm 


5-Pym 




9-90R 


3-Cl-Ph 

«7 V*-l X 11 


2-NH?-4-Pvm 


2-Pym 






J) J I 11 


2-NH->-4-Pvm 

^ J. 1AA^ ■ A Jill 


3-Azt-CH 2 


25 




J? ^1 X 11 


9-NH 7 -4-pvm 

1 ^ X <t^ "» X J AAA 


l-Me-3-Azt-CH 2 




? 01 1 


_> V_^J X 11 


2-NH-»-4-Pvm 


3-Pyrd-CH2 


— 


0 01? 


J"Wl"i XI 


2-NH-r-4-Pvm 

^ A T A A^ r A J*** 


l-Me-3-Pyrd-CH 2 


30 




r xi 


2-NH— 4-Pvm 


4-Pip-CH 2 




? 014 

z-y 


^-P1-Ph 


2-NH->-4-Pvm 


l-Me-4-Pip-CH 2 


.... 


^-y i j 




2-NH->-4-Pvm 


3-Hpip-CH 2 


35 




>-^l X 11 


2-NH^-4-Pvm 


l-Me-3-Hpip-CH 2 




9 017 
x-y l / 


VPI-Ph 

J vli 11 


2-NH^-4-Pvm 

— p 1 IX * * J 


4-Hpip-CH 2 




9-91 R 
^-y i o 


3-Cl-Ph 


2-NH-- 4-Pvm 


l-Me-4-Hpip-CH 2 


40 


9-91 9 


3-Pl-Ph 

J^B-l X 11 


2-NH-)-4-Pvm 

Av A A^ » A 


2-Mor-CH 2 




9-990 


-J X 11 


2-NH-»-4-Pvm 

XT.* A J X J*»* 


l-Me-2-Mor-CH 2 




9.991 


3-Cl-Ph 

»j vi x xi 


2-NH?-4-Pvm 


2-Tmor-CH 2 


45 


2-922 


3-Cl-Ph 


2-NH 2 -4-Pym 


l-Me-2-Tmor-CH 2 




9-993 


3-Cl-Ph 

■mS VJ X 11 


2-NH->-4-Pvm 


1-Piz-CH 2 




2-924 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-CH 2 


50 


2-925 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Piz-CH 2 




2-926 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Pyr-CH 2 




2-927 


3-Cl-Ph 


2-NH 2 -4-Pym 


3-Pyr-CH 2 


55 


2-928 


3-Cl-Ph 


2-NHr4-Pym 


2-Pyr-CH 2 
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5 


Compound 
No. 


R' 




R 3 




2-929 


3-Cl-Ph 


2-NH 2 -4-Pym 


4-Pym-CH 2 




2-930 


3-Cl-Ph 


2-NH 2 -4-Pym 


5-Pym-CH 2 


10 


2-931 


3-Cl-Ph 


2-NH 2 -4-Pym 


2-Pym-CH 2 




2-932 


Ph 


2-MeNH-4-Pym 


H2N-CH2 




2-933 


Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 2 


15 


2-934 


Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 3 




2-935 


Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 4 




2-936 


Ph 


2-MeNH-4-Pym 


MeNH-CH 2 


20 


2-937 


Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 2 




2-938 


Ph 


2-MeNH-4-Pym 


MeNH-fCH 2 )3 




2-939 


Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 4 


25 


2-940 


Ph 


2-MeNH-4-Pym 


EtNH-CH 2 




2-941 


Ph 


2-MeNH-4-Pym 


EtNH-fCH^? 




2-942 


Ph 


2-MeNH-4-Pym 


EtNH-(CH:>>* 


30 


2-943 


Ph 


2-MeNH-4-Pym 


EtNH-fCH«>)d 




2-944 


Ph 


2-MeNH-4-Pym 


Me?N-CH:> 

A*-A**£A^ A A £ 




2-945 


Ph 


2-MeNH-4-Pym 


Me 2 N-fCH 5 )? 


35 


2-946 


Ph 


2-MeNH-4-Pym 


Me^N-fCH^V* 




2-947 


Ph 


2-MeNH-4-Pym 


Me 5 N-fCH^ 




2-948 


Ph 


2-MeNH-4-Pym 


l-Azt-CH? 


40 


2-949 


Ph 


2-McNH-4-Pym 


1-Azt-(CH 2 ) 2 




2-950 


Ph 


2-MeNH-4-Pym 


1-Azt-fCH-^ 




2-951 


Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 4 


45 


2-952 


Ph 


2-MeNH-4-Pym 


1-Pyrd-CH? 




2-953 


Ph 


2-MeNH-4-Pym 


l-Pvrd-fCH^ 




2-954 


Ph 


2-McNH-4-Pym 


1-Pyrd-(CH 2 ) 3 


50 


2-955 


Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 4 




2-956 


Ph 


2-MeNH-4-Pym 


1-Pip-CH 2 




2-957 


Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ) 2 


55 


2-958 


Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 )3 
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Compound 

-vi- 
NO. 


R 1 


R 2 


R J 


~- Z* -J 


Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ) 4 


2-960 


Ph 


2-MeNH-4-Pym 


l-Mor-CH 2 


2-961 


Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 )2 


2-962 


Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 )3 


2-963 


Ph 


2-MeNH-4-Pym 


l-Mor-(CK 2 )4 


2-964 


Ph 


2-MeNH-4-Pym 


l-Tmor-CH 2 


2-965 


Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 2 


2-966 


Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 3 


2-967 


Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 )4 


2-968 


Ph 


2-MeNH-4-Pym 


1-Piz-CH 2 


2-969 


Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 2 


2-970 


Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 3 


2-971 


Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 


2-972 


Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 4 


2-973 


Ph 


2-MeNH-4-Pym 


3-Azt 


2-974 


Ph 


2-MeNH-4-Pym 


l-Me-3-Azt 


2-975 


Ph 


2-MeNH-4-Pym 


l-Bn-3-Azt 


2-976 


Ph 


2-MeNH-4-Pym 


3-Pyrd 


2-977 


Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd 


2-978 


Ph 


2-MeNH-4-Pym 


3-Pip 


2-979 


Ph 


2-MeNH-4-Pym 


4-Pip ; 


2-980 


Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 


2-981 


Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 


2-982 


Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 


2-983 


Ph 


2-MeNH-4-Pym 


l-Et-4-Pip 


2-984 


Ph 


2-MeNH-4-Pym 


l-Bn-4-Pip 


2-985 


Ph 


2-MeNH-4-Pym 


3-Hpip 


2-986 


Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip 


2-987 


Ph 


2-MeNH-4-Pym 


4-Hpip 


2^988 " 


Ph 


2-MeNH-4-Pym 


l-Me-4-Hpip 
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Compound 
No. 


R 1 


R 2 


R 3 




2-989 


Ph 


2-MeNH-4-Pym 


2-Mor 




2-990 


Ph 


2-MeNH^-Pym 


l-Me-2-Mor 


10 


2-991 


Ph 


2-MeNH-4-Pym 


2-Tmor 




2-992 


Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor 




2-993 


Ph 


2-MeNH-4-Pym 


1-Plz 


15 


2-994 


Ph 


2-MeNH-4-Pym 


4-Me-l-Piz 




2-995 


Ph 


2-MeNH-4-Pym 


2-Piz 




2-996 


Ph 


2-MeNH-4-Pym 


4-Pyr 


20 


2-997 


Ph 


2-MeNH-4-Pym 


3-Pyr 




2-998 


Ph 


2-MeNH-4-Pym 


2-Pyr 




2-999 


Ph 


2-MeNH-4-Pym 


4-Pym 


25 


2-1000 


Ph 


2-MeNH-4-Pym 


5-Pym 




2-1001 


Ph 


2-MeNH-4-Pym 


2-Pym 




2-1002 


Ph 


2-MeNH-4-Pym 


3-Azt-CH 2 


30 


2-1003 


Ph 


2-MeNH-4-Pym 


l-Me-3-Azt-CH 2 




2-1004 


Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 5 




2-1005 


Ph 


2-MeNH-4-Pym 


l-Me-3-Pvrd-CH-> 


35 


2-1006 


Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 




2-1007 


Ph 


2-MeNH-4-Pym 


l-Me-4-Pip-CH 2 




2-1008 


Ph 


2-MeNH-4-Pym 


3-Hpip-CH<> 1 


40 


2-1009 


Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip-CH2 




2-1010 


Ph 


2-MeNH-4-Pym 


4-Hpip-CH? 




2-1011 


Ph 


2-MeNH-4-Pym 


1 -Me-4-HDiD-CH-> 


45 


2-1012 


Ph 


2-MeNH-4-Pym 


2-Mor-CH 2 




2-1013 


Ph 


2-MeNH-4-Pym 


l-Me-2-Mor-CH 2 




2-1014 


Ph 


2-MeNH-4-Pym 


2-Tmor-CH 2 


50 


2-1015 


Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor-CH 2 




2-1016, 


Ph 


2-MeNH-4-Pym 


1-Piz-CH 2 




2-1017 


Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-CH 2 


55 


2-1018 


Ph 


2-MeNH-4-Pym 


2-Piz-CH 2 
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Compound 
No. 


R 1 


R 2 


R 3 




2-1019 


Ph 


2-MeNH-4-Pym 


4-Pyr-CH 2 




2-1020 


Ph 


2-MeNH-4-Pym 


3-Pyr-CH 2 


10 


2-1021 


Ph 


2-MeNH-4-Pym 


2-Pyr-CH ; 




2-1022 


Ph : 


2-MeNH-4-Pym 


4-Pym-CH 2 




2-1023 


Ph 


2-MeNH-4-Pym 


5-Pym-CH 2 


15 


2-1024 


Ph 


2-MeNH-4-Pym 


2-Pym-CH 2 




2-1025 


4-F-Ph 


2-MeNH-4-Pym 


H 2 N-CH 2 




2-1026 


4-F-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 2 


20 


2-1027 


4-F-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 3 




2-1028 


4-F-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 4 




2-1029 


4-F-Ph 


2-MeNH-4-Pym 


MeNH-CH 2 


25 


2-1030 


4-F-Ph ! 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 2 




2-1031 


4-F-Ph 


2-MeNH-4-Pym 


McNH-(CH 2 ) 3 




2-1032 


4-F-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 4 | 


30 


2-1033 


4-F-Ph 


2-MeNH-4-Pym 


EtNH-CH 2 




2-1034 


4-F-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 2 




2-1035 


4-F-Ph 


2-MeNH-4-Pym 


EtNH-<CH 2 )3 


35 


2-1036 


4-F-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 )4 




2-1037 


4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-CH 2 




2-1038 


4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 )2 


40 


2-1039 


4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 3 




2-1040 


4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 4 




2-1041 


4-F-Ph 


2-MeNH-4-Pym 


1-Azt-CH 2 


45 


2-1042 


4-F-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 2 




2-1043 


4-F-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 3 




2-1044 


4-F-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 )4 


SO 


2-1045 


4-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-CH 2 




2-1046 


4-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH2) 2 




2-1047 


4-F-Ph 


2-MeNH-4-Pym 


l-Pyrd-(CH 2 )j 


55 


"2-1048 


4-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 4 
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Compound 
No. 


R' 


R 2 


R 3 




2-1049 


4-F-Ph 


2-MeNH-4-Pym 


1-PxD-CH? 




2-1050 


4-F-Ph 


2-MeNH-4-Pym 




10 


2-1051 


4-F-Ph' 


2-MeNH-4-Pym 


x x xxj ^^/lijyj 




2-1052 


4-F-Ph 


2-MeNH-4-Pym 






2-1053 


4-F-Ph 


2-MeNH-4-Pym 


X XVMXJl v^x *2 


15 


2-1054 


4-F-Ph 


2-MeNH-4-Pvm 


x 1 vxv/i v^x x^ /2 




2-1055 


4-F-Ph 


2-MeNH-4-Pvm 

^ * w AwX^XX T X Till 


x i*x.wi*^v^xx2/3 




2-1056 


4-F-Ph 


2-MeNH-4-Pvm 

A »X wX «X X T X Till 




20 


2-1057 


4-F-Ph 


2-MeNH-4-Pvm 


1 -Tmnr-PH^ 

x x 1 1 iui ~\_,ii2 




2-1058 


4-F-Ph 


2 -MeNH-4-P vm 


x x xiivji ~^\^x x2y2 




2-1059 


4-F-Ph 


2-MeNH-4-Pvm 


x x xxivjx-^v-'Xx2/3 


25 


2-1060 


4-F-Ph 


2-MeNH-4-Pvm 

*» lilvl ^ X X ~ X Jill 


i*i xiiur •^v^xx2/4 




2-1061 


4-F-Ph 


2-MeNH-4-Pvm 


1 X 1^. ^Xx2 




2-1062 


4-F-Ph 


2-MeNH-4-Pvm 


x-x-iz.-^xl272 


30 


2-1063 


4-F-Ph 


2-MeNH-4-Pvm 

^ *»awa^xx r A j XXX 


1 x i£"\V^rx2 /3 




2-1064 


4-F-Ph 


2-McNH-4-Pym 


4-M 1 -Pi •7-/pU^ \, 




2-1065 


4-F-Ph 


2-MeNH-4-Pvm 


1 x xz.*\V^xl2 /4 


35 


2-1066 


4-F-Ph 


2-MeNH-4-Pvm 






2-1067 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-A7t 




2-1068 


4-F-Ph 


2-MeNH-4-Pym 


l-Bn-^-ATt 

X J-*XI »/— XkZA 


40 


2-1069 


4-F-Ph 


2-MeNH-4-Pym 


3-Pvrd 




2-1070 


4-F-Ph 


2-MeNH-4-Pvrn 


1 I»x&-_}-x YIiJ 




2-1071 


4-F-Ph 


2-MeNH-4-Pym 


3-Pin 


45 


2-1072 


4-F-Ph 


2-MeNH-4-Pym 


4-Pip 




2-1073 


4-F-Ph 


2-MeNH-4-Pym 






2-1074 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 


SO 


2-1075 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 




2-1076 


4-F-Ph 


2-MeNH-4-Pym 


l-Et-4-Pip 




2-1077 


4-F-Ph 


2-MeNH-4-Pym 


l-Bn-4-Pip 


55 


2-1078 


4-F-Ph 


2-MeNH-4-Pym 


3-Hpip 
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Compound 
No. 


R 1 


R 2 


R 




2-1 07Q 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip 




5-1080 


4-F-Ph 


2-MeNH-4-Pym 


4-Hpip 


10 


2-1081 


4-F-Ph 


2-MeNH-4-Pym 


l-Mc-4-Hpip 




2-1 08? 


4-F-Ph 


2-MeNH-4-Pym 


2-Mor 




2-1083 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor 


15 


2-1084 


4-F-Ph 


2-MeNH-4-Pym 


2-Tmor 




2-1085 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor 






4-F-Ph 

•▼ J. X XX 


2-MeNH-4-Pym 


1-Piz 


20 


2-1 OR7 


4-F-Ph 

*T X X XI 


2-MeNH-4-Pym 


4-Me-l-Piz 




2-1088 


4-F-Ph 


2-MeNH-4-Pym 


2-Piz 




2-1080 

X- 1U07 


4-F-Ph 

"T X XI* 


2-MeNH-4-Pym 


4-Pyr 


25 


2-10Q0 


4-F-Ph 


2-MeNH^-Pym 


3-Pyr 




2.1091 


4-F-Ph 

"T— X —X U 


2-MeNH-4-Pym 


2-Pyr 




2-1 0Q2 


4-F-Ph 


2-MeNH-4-Pym 


4-Pym 


30 


2-1093 


4-F-Ph 


2-MeNH-4-Pym 


5-Pym 




2-1 0Q4 


4-F-Ph 


2-MeNH-4-Pym 


2-Pym 




2-1095 


4-F-Ph 


2-MeNH-4-Pym 


3-Azt-CH 2 


- 


2-1096 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt-CH 2 




2-1097 


4-F-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 




2-1098 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 


40 


2-1099 


4-F-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 




2-1 100 


4-F-Ph 


2-MeNH-4-Pym 


l_Me-4-Pip-CH 2 




2-1101 


4-F-Ph 


2-MeNH-4-Pym 


3-Hpip-CH 2 


45 


2-1102 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip-CH 2 




2-H03 


4-F-Ph 


2-MeNH-4-Pym 


4-Hpip-CH 2 




2-1104 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Hpip-CH 2 


50 


2-1105 


4-F-Ph 


2-MeNH-4-Pym 


2-Mor-CH 2 




2-1106 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor-CH 2 




2-1107 


4-F-Ph 


2-MeNH-4-Pym 


2-Tmor-CH 2 


55 


2-1108 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor-CH 2 
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5 


Compound 

No. 


R 1 


R 2 


R 3 




2-1109 


4-F-Ph 


2-MeNH-4-Pym 


1-Piz-CH 2 




2-1110 


4-F-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-CH 2 


10 


2-1111 


4-F-Ph 


2-MeNH^-Pym 


2-Piz-CH 2 




2-1112 


4-F-Ph 


2-MeNH-4-Pym 


4-Pyr-CH 2 




2-1113 


4-F-Ph 


2-MeNH-4-Pym 


3-Pyr-CH 2 


15 


2-1114 


4-F-Ph 


2-MeNH-4-Pym 


2-Pyr-CH 2 




2-1115 


4-F-Ph 


2-MeNH-4-Pym 


4-Pym-CH2 




2-1116 


4-F-Ph 


2-McNH-4-Pym 


5-Pym-CH 2 


20 


2-1117 


4-F-Ph 


2-MeNH-4-Pym 


2-Pym-CH 2 




2-1118 


3-F-Ph 


2-MeNH-4-Pym 


H 2 N-CH 2 




2-1119 


3-F-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 2 


25 


2-1120 


3-F-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 3 




2-1121 


3-F-Ph 


2-MeNH-4-Pym 






2-1122 


3-F-Ph 


2-MeNH-4-Pym 


MeNH-CH 2 


30 


2-1123 


3-F-Ph 


2-MeNH-4-Pym 


MeNH-(CH?>5 




2-1124 


3-F-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 3 




2-1125 


3-F-Ph 


2-MeNH-4-Pym 


MeNH-fCH^ 


35 


2-1126 


3-F-Ph 


2-MeNH-4-Pym 


EtNH-CH 2 




2-1127 


3-F-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 5 




2-1128 


3-F-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 3 1 


40 


2-1129 


3-F-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 4 




2-1130 


3-F-Ph 


2-MeNH-4-Pym 


Me 2 N-CH 2 




2-1131 


3-F-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 2 


45 


2-1132 


3-F-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 Yj 




2-1133 


3-F-Ph 


2-MeNH-4-Pym 


MejN-(CH 2 )4 




2-1134 


3-F-Ph 


2-MeNH-4-Pym 


l-Azt-CHj 


50 


2-1135 


3-F-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 2 




2-1136 


3-F-Ph 1 


2-MeNH-4-Pym 


1-Azt-(CH 2 )3 




2-1137 


3-F-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 4 


55 


2-1138 


3-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-CH 2 
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Compound 

No. 


K 




R 3 




2-1139 | 


3-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 2 




2-1140 


3-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 )3 


10 


2-1141 


3-F-Ph 


2-MeNH-4-Pym 


1-Pyrd-(CH 2 ) 4 




2-1142 


3-F-Ph 


2-MeNH-4-Pym 


1-Pip-CH 2 




2-1143 


3-F-Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 ) 2 


15 


2-1 144 


3-F-Ph 


2-MeNH-4-Pym 


l-Pip-(CH 2 ) 3 




2-1145 


3-F-Ph 


2-MeNH-4-Pym 


1-Pip-(CH 2 )4 




2-1146 


3-F-Ph 


2-MeNH-4-Pym 


l-Mor-CH 2 


20 


2-1147 


3-F-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 2 




2-1148 


3-F-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 3 




2-1149 


3-F-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 4 


25 


2-1150 


3-F-Ph 


2-MeNH-4-Pym 


l-Tmor-CH 2 




2-1151 


3-F-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 2 




2-1152 


3-F-Ph 


2-MeNH-4-Pym 


1-Tmpr-(CH 2 ) 3 


30 


2-1153 


3-F-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 )4 




2-1154 


3-F-Ph 


2-MeNH-4-Pym 


1-Piz-CH 2 




2-1155 


3-F-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 2 


35 


2-1156 


3-F-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 3 




2-1157 


3-F-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




2-1158 


3-F-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 4 


40 


2-1159 


3-F-Ph 


2-McNH-4-Pym 


3-Azt 




2-1160 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt 




2-1161 


3-F-Ph 


2-MeNH-4-Pym 


l-Bn-3-Azt 


45 


2^1 162 


3-F-Ph 


2-MeNH-4-Pym 


3-Pyrd 




2-1163 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd 




2-1164 


3-F-Ph 


2-MeNH-4-Pym 


3-Pip 


50 


2-1165 


3-F-Ph 


2-MeNH-4-Pym 


4-Pip 




2-1166 


3-F-Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 




2-1167 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 


55 


2-1168 


3-F-Ph 


2-MeNH-4-Pym 


l.Me-4-(3,4-deH-Pip) 
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No. 


R 1 


R 2 


R 3 




2-1169 


3-F-Ph 


2-MeNH-4-Pym 


l-Et-4-Pip 




2-1170 


3-F-Ph 


2-MeNH-4-Pym 


l-Bn-4-Pip 


10 


2-1171 


3-F-Ph 


2-MeNH-4-Pym 


3-HniD 




2-1172 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip 




2-1173 


3-F-Ph 


2-MeNH-4-Pym 


4-Hpip 


15 


2-1174 


! 3-F-Ph 


2-MeNH-4-Pym 


1 -Me-4-Hpip 




2-1175 


! 3-F-Ph 


2-MeNH-4-Pym 


2-Mor 




2-1176 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor 


20 


2-1177 


3-F-Ph 


2-MeNH-4-Pym 


2-Tmor 




2-1178 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor 




2-1179 


3-F-Ph 


2-MeNH-4-Pym 


1-Piz 


25 


2-1180 


3-F-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz 

■ A TAW l J. 14, 




2-1181 


3-F-Ph 


2-MeNH-4-Pym 


2-Piz 




2-1182 


3-F-Ph 


2-MeNH-4-Pym 


4-Pvr 


30 


2-1183 


3-F-Ph 


2-MeNH-4-Pym 


3-Pyr ~1 




2-1184 


3-F-Ph 


2-MeNH-4-Pym 


2-Pvr 




2-1185 


3-F-Ph 


2-MeNH-4-Pym 


4-Pym 


35 


2-1186 


3-F-Ph 


2-MeNH-4-Pym 


5-Pym 




2-1187 


3-F-Ph 


2-MeNH-4-Pym 


2-Pym 




2-1188 


3-F-Ph 


2-MeNH-4-Pym 


3-Azt-CH2 


40 


2-1189 


3-F-Ph 


2-McNH-4-Pym 


l-Me-3-Azt-CH2 




2-1190 


3-F-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH-> 




2-1191 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Pvrd-CH-> 


45 


2-1192 


3-F-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 




2-1193 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pin-CH^ 




2-1194 


3-F-Ph 


2-MeNH-4-Pym 


3-Hpip-CH 2 


50 


2-1195 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip-CH 2 




2-1196 


3-F-Ph 


2-MeNH-4-Pym 


4-Hpip-CH 2 




2-1197 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Hpip-CH 2 


55 


2-1198 


3-F-Ph 


2-MeNH-4-Pym 


2-Mor-CHj 



176 
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Compound 
No. 


T> 1 

R 


K. 


R 3 




2-1199 


3-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor-CH: 




2-1200 


3-F-Ph 


2-MeNH-4-Pym 


2-Tmor-CH 2 


10 


2-1201 


3-F-Ph - 


2-MeNH-4-Pym ! 


l-Me-2-Tmor-CH 2 




2-1202 


3-F-Ph 


2-MeNH-4-Pym 


1-Piz-CH 2 




2-1203 


3-F-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-CH 2 


15 


2-1204 


3-F-Ph 


2-MeNH-4-Pym 


2-Piz-CH 2 




2-1205 


3-F-Ph 


2-MeNH-4-Pym 


4-Pyr-CH 2 




2-1206 


3-F-Ph 


2-MeNH-4-Pym 


3-Pyr-CH 2 


20 


2-1207 


3-F-Ph 


2-MeNH-4-Pym 


2-Pyr-CH 2 




2-1208 


3-F-Ph 


2-MeNH-4-Pym 


4-Pym-CH 2 




2-1209 


3-F-Ph 


2-MeNH-4-Pym 


5-Pym-CH 2 


25 


2-1210 


3-F-Ph 


2-MeNH-4-Pym 


2-Pym-CH 2 


— 


2-1211 


3,4-diF-Ph 


2-MeNH-4-Pym 


H 2 N-CH 2 




2-1212 


3,4-diF-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 2 


30 


2-1213 


3,4-diF-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 3 


- 


2-1214 


3,4-diF-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 ) 4 


— 


2-1215 


3,4-diF-Ph 


2-MeNH-4-Pym 


MeNH-CH 2 


35 


2-1216 


3,4-diF-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 2 




2-1217 


3,4-diF-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 3 




2-1218 


3,4-diF-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 4 


40 


2-1219 


3,4-diF-Ph 


2-McNH-4-Pym 


EtNH-CH 2 




2-1220 


3,4-diF-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 2 


- 


2-1221 


3,4-diF-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 3 


45 


2-1222 


3,4-diF-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 4 




2-1223 


3,4-diF-Ph 


2-MeNH-4-Pym 


Me 2 N-CH 2 




2-1224 


3,4-diF-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 h 


50 


2-1225 


3,4-diF-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 3 




2-1226 


3,4-diF-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 4 




2-1227 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Azt-CH 2 


55 


2-1228 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 2 
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Compound 

No 


R 1 


R 2 


R 3 




2-1229 


3,4-diF-Ph 


2-MeNH-4-Pym 






2-1230 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Azt-fCl-M.i 




2-1231 


3,4-diF-Ph 


2-MeNH-4-Pym 


1-Pvrd-CH-, 

x x ^*xi2 




2-1232 


3,4-diF-Ph 


2 -M eNH-4-Pvm 

A> IMVilll 1 A. Till 






2-1233 


3,4-diF-Ph 


2-MeKH-4-Pym 




15 


2-1234 


3,4-diF-Ph 


2-MeNH-4-Pvm 






2-1235 


3,4-diF-Ph 


2-MeNH-4-Pvm 

^ T X Till 


i x 1 j/— v_/xx2 




2-1236 


3,4-diF-Ph 


2-MeNH-4-Pvm 

^» X»X^ri. ^ X X^^T X Till 


1 -PirWPI-UV, 


20 


2-1237 


3,4-diF-Ph 


2-MeNH-4-Pvm 


1-Pm-fCH^Vi 
i x-ip-^ri2/3 




2-123S 


3,4-diF-Ph 


2-MeNH-4-Pvm 

ivAVl lli ~ X. jri.ll 


i -x ip-^n2i4 




2-1239 


3,4-diF-Ph 


2-MeNH-4-Pvm 

• A'Avl 111 i A Till 


1-Mnr-PR, - 
x iTiui >^xx2 


25 


2-1240 


3,4-diF-Ph 


2 -MeNH-4-P vm 

^ I'lvllllT X Jill 


i •xvx v»l — \ V^xi2 J2 




2-1241 


3,4-diF-Ph 


2-MeNH-4-Pvm 

^ 1'lWllll^ 1 X J III 


i -iviui — ^v^ii2 /3 




2-1242 


3,4-diF-Ph 


2-MeN"H-4-Pvrn 

I'lVillJ I X ¥111 


i -ivnjr-^^ri2 J a 




2-1243 


3,4-diF-Ph 


2-MeNH-4-Pvm 


1 .TTnr%r.r , 14-. 

i-i iriL>r-\^ri2 




2-1244 


3,4-diF-Ph 


2-MeNH-4-Pvm 

l»t ^*JL ^ X X 1 X Jill 


i i rrnji v^xx2y2 




2-1245 


3,4-diF-Ph 


2-MeNH-4-Pvm 

^ iTiwixii"^"i yni 


i-i irior-v\^ri273 


35 


2-1246 


3,4-diF-Ph 


2-MeNH-4-Pvm 

• I'lVUll ■ X Jill 


i l HJUl -^^1x2^4 




2-1247 


3,4-diF-Ph 


2-MeNH-4-Pvm 

A'Avl ^ X X i Jill 


i —x l^.— Vw'Xx2 




2-1248 


3,4-diF-Ph 


2-MeNH-4-Pvm 

i'lvllll "1 X J III 


i i iz.-^v^xx2 /2 


40 


2-1249 


3,4-diF-Ph 


2-MeNH-4-Pym 


* x it. ^v-«xx2/3 




2-1250 


3,4-diF-Ph 


2-MeNH-4-Pvm 


*t— lrxw" l -x lZ.-\ K \^xi.2 / 3 




2-1251 


3,4-diF-Ph 


2-MeNH-4-Pym 


* x x£i yv^xrx2/4 


45 


2-1252 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Azt 




2-1253 


3,4-diF-Ph 


2-MeNH-4-Pvm 

^» l»lwl ^ X A V X T 111 


X 1'IWV Ail 




2-1254 


3,4-<iiF-Ph 


2-MeNH-4-Pym 


l-Bn-3-Azt 


50 


2-1255 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Pyrd 




2-1256 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd 




2-1257 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Pip 


55 


2-1258 


3,4-diF-Ph 


2-MeNH-4-Pym 


4-Pip 
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R 1 


R 2 


R 3 


5 


No. 










9 1 950 


3 4-diF-Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 






A-diF-Ph 


2-MeNH-4-Pvm 


l-Me-4-Pip 


10 


9 1 961 


3 4-diF-Ph 


2-MeNH-4-Pym 


l-Mc-4-(3,4-deH-Pip) 




9 1 9£9 

Z-l zoz 


^ A-diF-Ph 


2-MeNH-4-Pvm 

■4— llivi ill • * J 


l-Et-4-Pip 




9.1 9« 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Bn-4-Pip 


15 


9-1 96A 


3 4-diF-Ph 

Ull 1 11 


2-MeNH-4-Pym 


3-Hpip ! 

— — r r 




9-1265 i 


3 4-diF-Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip 




9-1 966 


3 4-diF-Ph i 


2-MeNH-4-Pym 


4-Hpip 

* * • 


• 

20 


9-1967 i 


3 4-diF-Ph 

—J j,"T— VI 1 1 J 41 


2-MeNH-4-Pym 


1 -Me-4-Hpip 




9-1268 


3 4-diF-Ph 


2-MeNH-4-Pym 


2-Mor 




9-1 969 


3 4-diF-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor 


25 


9-1 970 


3 4-diF-Ph 

J^'UU A 11 


2-MeNH-4-Pvm 

— - i'lVJ ^11 » * J 


2-Tmor 




9 1 971 


3 4-diF-Ph 

J } *T— UlX A 11 


2-MeNH-4-Pvm 

— I'lVJ »li » * J 


l-Me-2-Tmor 




9-1 979 


3,4-diF-Ph" 


2-MeNH-4-Pym 


1-Piz 


30 


9-1 973 


3 4-diF-Ph 

J)*T Ull A 11 


2-MeNH-4-Pvm 


4-Me-l-Piz 




9-1 974 


3 4-diF-Ph 

Jj~ Ull 1 11 


2-MeNH-4-Pym 


2-Piz 




9-1 975 


3 4-diF-Ph 

Jj"T Uil X 11 


2-MeNH-4-Pym 


4-Pyr 


- 
35 


9-1 976 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Pyr 




9-1277 

X I X / / 


3 4-diF-Ph 


2-MeNH-4-Pym 


2-Pyr 




2-1278 


3 4-diF-Ph 


2-MeNH-4-Pym 


4-Pym 


40 


2-1279 


3 4-diF-Ph 


2-McNH-4-Pym 


5-Pym 




2-1 280 

x, liOu 


3 4-diF-Ph 

•J,™ Ull 1 11 


2-MeNH-4-Pym 


2-Pym 




2-1281 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Azt-CHj 


45 


2-1282 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt-CH 2 




2-1283 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 




2-1284 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Mc-3-Pyrd-CH 2 


SO 


2-1285 


3,4-diF-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 




2-1286 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip-CH 2 




2-1287 


3,4-diF-Ph 


2-MeNH-4-Pym 


3-Hpip-CH 2 


55 


2-1288 


3,4-diF-Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip-CH 2 
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Compound 
No. 


R 1 


R 2 


R 3 




2-1289 


3,4-diF-Ph 


2-MeNH-4-Pym 


4-Hnm-PMn 




2-1290 


3.4-diF-Ph 


2-MeNH-4-Pym 




10 


2-1291 


3,4-diF-Ph 


2-MeNH-4-Pym 


2-Mnr-rH-> 




2-1292 


3,4-diF-Ph 


2-MeNH-4-Pvm 

A»AWA ^ A A w A Till 


1 -lViC-^-iVlUI •V^xl2 




2-1293 


3,4-diF-Ph 


2-MeNH-4-Pym 


i xxjux v_^x 12 


15 


2-1294 


3,4-diF-Ph 


2-MeNH-4-Pvm 

A * A- w A * A. A. T A Y AAA 


i ivxc _ ^r~ x iiivJi -\_^rx2 




2-1295 


3,4-diF-Ph 


2-MeNH-4-Pvm 

^ m % A* A A fill 






2-1296 


3,4-diF-Ph 


2-MeNH-4-Pvm 

• A* A ^0A * A* A T A y AAA 


4-Me- 1 -Pi7-n4^ 


20 


2-1297 


3,4-diF-Ph 


2-MeNH-4-Pvm 


^- r it.— V_*xj12 




2-1298 


3,4-diF-Ph 


2-MeNH-4-Pvm 

• ^ x.x^^ x ym 


4-Pvr-PW-» 
*r-r yr - 




2-1299 


3,4-diF-Ph 


2 -M eNH -4-P vm 

^ 1T1W1111 T X Jill 


j*ryr"V_jti2 


25 


2-1300 


3,4-diF-Ph 


2-MeNH-4-Pvm 


i-ryr-L'112 




2-1301 


3,4-diF-Ph 


2-MeNH-4-Pvm 






2-1302 


3,4-diF-Ph 


2-MeNH-4-Pvm 


j m i ym 


30 


2-1303 


3,4-diF-Ph 


2-MeNH-4-Pvm 






2-1304 


3-Cl-Ph 


2-MeNH-4-Pvm 


xi2i^ •v^ri2 




2-1305 


3-Cl-Ph 


2-MeNH-4-Pvm 

^» ATA\*A*A>A A YIH 


-^V^li2 72 


35 


2-1306 


3-Cl-Ph 


2-MeNH-4-Pym 


n2 i> »"\,v^.JT2 > ;3 




2-1307 


3-Cl-Ph 


2-MeNH-4-Pym 






2-1308 


3-Cl-Ph 


2-MeNH-4-Pvm 

*»AVA ^ A T A Till 


ivici^xx-v^xx2 


40 


2-1309 


3-Cl-Ph 


2-McNH-4-Pvm 

^» ^ ' 'W A 1 A A A Till 


jvxcj >c ii"^n 2 /2 




2-1310 


3-Cl-Ph 


2-MeNH-4-Pvm 


IVxCxN Jl -\ V^ri2 )2 




2-1311 


3-Cl-Ph 


2-MeNH-4-Pym 


jvx wi ti XX ~^V^Xx2 )A 


45 


2-1312 


3-Cl-Ph 


2-MeNH-4-Pym 


EtNH-CW-» 

X-/ LI Ml WIX2 




2-1313 


3-Cl-Ph 


2-MeNH-4-Pym 


x-. ii ^ XX v^xl2 /2 




2-1314 


3-Cl-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 ) 3 


SO 


2-1315 


3-Cl-Ph 


2-MeNH-4-Pym 


EtNH-(CH 2 >4 




2-1316. 


3-Cl-Ph 


2-MeNH-4-Pym 


Me2N-CH 2 




2-1317 


3-Cl-Ph 


2-MeNH-4-Pym 


Me2N-(CH 2 )2 


55 


2-1318 


3-Cl-Ph 


2-MeNH-4-Pym 


MejN-(CH 2 )3 
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Compound 

No. 


R" 


R 2 


R 3 


7 1 ^ 1 O 


3-Pl-Ph 


2-MeNH-4-Pvm 


Me 2 N-(CH 2 )4 


9 1 T7ft 


3-Cl-Ph 


^-MeNH-4-Pvm 


1-Azt-CH 2 


Z-l jZI 


3-Pl-Ph 


2-MeNH-4-Pvm 


1-Azt-(CH 2 ) 2 


9 1 **99 


3-PUPh 


2-MeNH-4-Pvm 




7 1 77^ 




2-MeNH-4-Pvm 


l-Azt-(CH 2 >4 


7-1 ^74 


3-Cl-Ph 


2-MeNH-4-Pvm 


l-Pyrd-CH 2 




3-Cl-Ph 


2-MeNH-4-Pvm 


l-Pyrd-(CH 2 )2 




J Ail 


2-MeNH-4-Pvm 


l-Pyrd-(CH 2 ) 3 




3-Pl-Ph 
j"^i"r*i 


2-MeNH-4-Pvm 


l-Pyrd-(CH 2 )4 


9 1 ^9R 




9-MeNH-4-Pvm 


l-Pip-CH 2 


9 1 **9Q 


3-Pl-Ph 


2-Kf e7sJH-4-P vm 

X 1T1 Wl ~1 1~ *■ Jr*** 


l-Pip-(CH 2 )2 




3-Pl-Ph 


2-MeNH-4-Pvm 


l-Pip-(CH 2 )3 


9-1 3^1 


3-Pl-Ph 


2-MeNH-4-Pvm 


l-Pip-(CH 2 ) 4 


9 1339 


3-Pl-Ph 


2-MeNH-4-Pvm 


l-Mor-CH 2 


9-1 333 


3-Cl-Ph 


2-MeNH-4-Pvm 


l-Mor-(CH 2 )2 


9-1 334. 


3-Pl-Ph 


2-MeNH-4-Pvm 


l-Mor-(CH 2 )3 


9-133S 


3-Pl-Ph 

_? V_'l X Xi 


2-MeNH-4-Pvm 


l-Mor-(CH 2 )4 


9-1336 


3-Cl-Ph 


2-MeNH-4-Pvm 


l-Tmor-CH 2 


9.1 337 


»J V^l i XI 


2-MeNH-4-Pvm 


l-Tmor-(CH 2 h 


9-1338 


3-Cl-Ph 
1 x 11 


2-MeNH-4-Pym 


l-Tmor-(CH 2 )3 


2-1339 


3-Pl-Ph 


2-MeNH-4-Pvm 


l-Tmor-(CH 2 )4 


9-1340 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Piz-CH 2 


2-1341 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 2 


2-1342 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 3 




3-Cl-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-(CH 2 )3 


2-1344 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 ) 4 


2-1345 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Azt 


2-1346 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt 


2-1347 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Bn-3-Azt 


2-1348 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Pyrd 
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Compound 
No 


R 1 


R 2 


R 3 




2-1349 


3-Cl-Ph 


2-MeNH-4-Pvm 


l-Me-3-Pvrd 




2-1350 


3-Cl-Ph 


?-MeNH-4-Pvm 


3-Pip 


10 


2-1351 


3-Cl-Ph* 


2 -MeNH-4-P vm 


4-Pip 




2-1352 


3-Cl-Ph 


2-MeNH-4-Pvm 


4-H 4-ripH-Pin i 




2-1353 


3-CI-Ph 


2-MeNH-4-Pvm 

«fc l»iWili~ 1 Jill 


i zuc*T*i iiy 


1 f 

IO 


2-1354 


3-Cl-Ph 


2-MeNH-4-Pvm 

^ ITlWilil^ X jrlll 






2-1355 


3-Cl-Ph 


2-MeNH-4-Pvm 

X Jill 






2-1356 


3-Cl-Ph 


2-MeNH-4-Pvm 


1 — A^II^T'— 1 ILJ 




2-1357 


3-Cl-Ph 


2-MeNH-4-Pvrn 


VHnin 




2-1358 


3-Cl-Ph 


2-MeNH-4-Pvm 


l-Me-3-Hnin 

1 lViV J 1 1£J I 




2-1359 


3-Cl-Ph 


2-MeNH-4-Pvm 

^» ITlWlllI^^l Jill 


4-Hnin 




2-1360 


3-Cl-Ph 


2-MelsTH-4-Pvm 

^ ITlWl^lll"^*! Jflll 






2-1361 


3-Cl-Ph 


2-MeNH-4-Pvm 






2-1362 


3-Cl-Ph 


2-MeNH-4-Pvm 

a wx ^x x ^ x y iii 


1 -Me- 2 -Mm* 


30 


2-1363 


3-Cl-Ph 


2-MeNH-4-Pvm 


5-Tmnr 




2-1364 


3-Cl-Ph 


2-MeNH-4-Pvm 


1 — lVlC"^— 1 IUOI 




2-1365 


3-Cl-Ph 


2-MeNH-4-Pvrn 


i •lit 


35 


2-1366 


3-Cl-Ph 


2-MeNH-4-Pvm 

A* -i T AW.l ^A A A Till 


4-Me-l-Pi7 

~ lTXfc" 1 1 IL> 




2-1367 


3-Cl-Ph 


2-MeNH-4-Pvm 

A*AvX^AA ■ A Ylll 


2-Piz 1 
•*» 1 1^> 




2-1368 


3-Cl-Ph 


2-MeNH-4-Pvm 

A'AwA^AA A TAXI 


4-Pvr 


40 


2-1369 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Pvr 




2-1370 


3-Cl-Ph 


2-MeNH-4-Pvm 

J.»AWJ ill 1 X Till 


2-Pvr 




2-1371 


3-Cl-Ph 


2-MeNH-4-Pym 


4-Pym 


45 


2-1372 


3-Cl-Ph 


2-MeNH-4-Pym 


"5-Pym 




2-1373 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Pym 




2-1374 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Azt-CH 2 


50 


2-1375 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt-CH 2 




2-1376 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 




2-1377 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 


55 


2-1378 


3-Cl-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 
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Compound 
No. 


K 


R 2 


R 3 




2-1379 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip-CH 2 




2-1380 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Hpip-CH 2 


10 


2-1381 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-3-Hpip-CH 2 




2-1382 


3-Cl-Ph 


2-MeNH-4-Pym 


4-Hpip-CH 2 




2-1383 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-4-Hpip-CH 2 


15 


2-1384 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Mor-CH 2 




2-1385 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-2-Mor-CH 2 




2-1386 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Tmor-CH 2 


20 


2-1387 


3-Cl-Ph 


2-MeNH-4-Pym 


l-Me-2-Tmor-CH 2 




2-1388 


3-Cl-Ph 


2-MeNH-4-Pym 


1-Piz-CH 2 




2-1389 


3-Cl-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-CH 2 


25 


2-1390 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Piz-CH 2 




2-1391 


3-Cl-Ph 


2-MeNH-4-Pym 


4-Pyr-CH 2 




2-1392 


3-Cl-Ph 


2-MeNH-4-Pym 


3-Pyr-CH 2 


30 


2-1393 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Pyr-CH 2 




2-1394 


3-Cl-Ph 


2-MeNH-4-Pym 


4-Pym-CH 2 




2-1395 


3-Cl-Ph 


2-MeNH-4-Pym 


5-Pym-CH 2 


35 


2-1396 


3-Cl-Ph 


2-MeNH-4-Pym 


2-Pym-CH 2 




2-1397 


3-Cl-4-F-Ph 


4-Pyr 


H 2 N-(CH 2 ) 3 




2-1398 


3-Cl-4-F-Ph 


4-Pyr 


MeNH-(CH 2 ) 3 


40 


2-1399 


3-Cl-4-F-Ph 


4-Pyr 


EtNH-(CH 2 ) 3 




2-1400 


3-Cl-4-F-Ph 


4-Pyr 


Me 2 N-(CH 2 ) 3 




2-1401 


3-Cl-4-F-Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 


45 


2-1402 


3-Cl-4-F-Ph 


4-Pyr 


1-Pyrd-(CH 2 ) 3 




2-1403 


3-Cl-4-F-Ph 


4-?yi 


1-Pip-(CH 2 ) 3 




2-1404 


3-Cl-4-F-Ph 


4-Pyr 


l-MorKCH 2 ) 3 


50 


'2-1405 


3-Cl-4-F-Ph 


4-Pyr 


l-Tmor-(CH 2 ) 3 




2-1406 


3-Cl-4-F-Ph 


4-Pyr 


1-Piz-(CH 2 ) 3 




2-1407 


3-Cl-4-F-Ph 


4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 


55 


2-1408 


3-Cl-4-F-Ph 


4-Pyr 


3-Azt 
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Compound 

No. 


R 1 


R 2 


R 3 




2-1409 


3-Cl-4-F-Ph 


4-Pyr 


l-Me-3-Azt 




2-1410 


3-Cl-4-F-Ph 


4-Pyr 


3-Pyrd 


10 


2-1411 


3-Cl-4-F-Ph 


4-Pyr 


I-Me-3-Pyrd 




2-1412 


3-Cl-4-F-Ph 


4-Pyr 


4-Pip 




2-1413 


3-Cl-4-F-Ph 


4-Pyr 


4-G 4-deH-PiD) 


15 


2-1414 


3-Cl-4-F-Ph 


4-Pyr 


l-Me-4-Pio 




2-1415 


3-Cl-4-F-Ph 


4-Pyr 


l-Me-4-n 4-deH-Pirrt 




2-1416 


3-Cl-4-F-Ph 


4-Pyr 


l-Piz 


20 


2-1417 


3-Cl-4-F-Ph 


4-Pyr 


4-Me-l-Piz 




2-1418 


3-Cl-4-F-Ph 


4-Pyr 


4-Pvr 




2-1419 


3-Cl-4-F-Ph 


4-Pyr 


3-Pvr 


25 


2-1420 


3-Cl^-F-Ph 


4-Pyr 


4-Pym 




2-1421 


3-Cl-4-F-Ph 


4-Pyr 


5-Pvm 

— ' X Jf 111 




2-1422 


3-Cl-4-F-Ph 


4-Pyr 


3-Pvrd-CH-> 

— ' X ^ 1 fc* V^-X X^ 


30 


2-1423 


3-Cl-4-F-Ph 


4-Pyr 


1 -Me-3-P vrd-CH^ 




2-1424 


3-Cl-4-F-Ph 


4-Pyr 






2-1425 


3-Cl-4-F-Ph 


4-Pyr 

-r-x jx 


l-Me-4-Pro-CH-> 


35 


2-1426 


3-Cl-4-F-Ph 


4-Pyr 


2-Piz-CHo 




2-1427 


3-Cl-4-F-Ph 


4-Pvr 






2-1428 


3-Cl-4-F-Ph 


4-Pyr 


3-Pyr-CH 2 


40 


2-1429 


3-Cl-4-F-Ph 


4-Pyr 


4-Pvm-CH-> 

A T Ali \>^X- X^ 




2-1430 


3-CM-F-Ph 


4-Pyr 


5-Pvm-CH-> 

w' X 1X1 w112 




2-1431 


3-Cl-4-F-Ph 


4-Pyr 


2-Pvm-CH? 


45 


2-1432 


3,4,5-triF-Ph 


4-Pyr 


xx^i^ V Wi Z/3 




2-1433 


3,4,5-triF-Ph 


4-Pyr 


MeNH-fCIMt 




2-1434 


3,4,5-triF-Ph 


4-Pyr 


EtNH-(CH 2 )3 


50 


2-1435 


3,4,5-triF-Ph 


4-Pyr 


Me 2 N-(CH2)3 




2-1436 


3,4,5-triF-Ph 


4-Pyr 


1-Azt-(CH 2 ) 3 




2-1437 


3,4,5-triF-Ph 


4-Pyr 


1-Pyrd-(CH 2 ), 


55 


2-1438 


3,4,5-triF-Ph 


4-Pyr 


1-Pip-(CH 2 ) 3 
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Compound 


R 1 


R 2 


R 3 


5 


No. 










9 1 4^0 


1 4 5-triF-Ph 


4-Pvr 


l-Mor-(CH 2 )3 




9 1 AAO 
Z- i *f*fu 


^ 4 5-triF-Pri 


4-Pvr 

*t r yi 


l-Tmor-(CH 2 )3 


10 


Z- 1 *+-t 1 


"5 a S-triF-Ph 


4-Pvr 


1-Piz-(CH 2 )3 




9 1 A A*) 


i 4 S-mF-Ph 

j ,*♦,-)— uxr — x 11 


4-Pvr 


4-Me-l-Piz-(CH 2 ) 3 




Z~ 1^4.2 


1 4 5-triF-Ph 


4-Pvr 


3-Azt 


15 


n 1 444 
Z- l<4^n 


J ,*T,J LX 1.T "111 


4-Pvr 


l-Me-3-Azt 




0 1 44^ 


7 4 5.triF-Ph 


4-Pvr 
*•— x i 


3-Pyrd 




0 1 44 A 
Z- I^HtD 


o hit r u 


4-Pvr 

*"r— x yi 


l-Me-3-Pyrd 


20 


n 1447 

z- 1*** / 


■2 4 S-triF-Ph 

j) j*t ? ~y ii 11 it ii 


4-Pvr 


4-Pip 




0 1 44 B 


7 4 5-triF-Ph 

J ,*T,— Li LI 1 11 


4-Pvr 


4-(3,4-deH-Pip) 




9 1 44 Q 


Jj'T,-' IX IX X 11 


4-Pyr 


l-Me-4-Pip 


25 


9 i4^n 


-2 4 S-tn'F-Ph 

J 11 IX — X 11 


4-Pvr 


l-Me-4-(3,4-deH-Pip) 




"? 1 A< 1 
Z- 1*01 


A S-rriF-Ph 

-J 11 IX X 11 


4-Pvr 


1-Piz 




9 14^9 
Z- 


7 4 S-rriF-Ph 

J ,** ~ IX IX —X XI 


4-Pvr 


4-Me-l-Piz 


30 




i 4 5-triF-Ph 

«?,*T,*J LI IX X XI 


4-Pvr 


4-Pyr 

✓ 




9 14^4 

Z- 


-i a 5-triF-Ph 

J,*t,-» "11 XX X 11 


4-Pvr 


3-Pyr 




9 14« 


^ 4 5-triF-Ph 

J Ll 11 X 11 


4-Pvr 

™T x y i 


4-Pym 


35 


9-1 456 


3 4 5-triF-Ph 

J — ' 11 11 X 11 


4-Pvr 


5-Pym 




9.1 4 <7 

Z- f 


3 4 5-triF-Ph 

.} «^ IX IX X 11 


4-Pyr 


3-Pyrd-CH: 




9-1 458 


3 4 5-triF-Ph 

JjtyS LX 11 X 11 


4-Pvr 


l-Me-3-Pyrd-CH 2 


40 


9-145Q 


3 4 5-triF-Ph 
kin i ii 


4-Pvr 

t x jri 


4-Pip-CH 2 




9.146ft 


3 4 5-triF-Ph 


4-Pyr 


l-Me-4-Pip-CH 2 




2-1461 

X 1 "TV/ 1 


3 4 5-triF-Ph 

Jjtj-' IXIA X 11 


4-Pvr 

-r x jri 


2-Piz-CH 2 


45 




3 4 5-triF-Ph 

^ 9 ~tym / kX XX XT 11 


4-Pvr 

t xr jr* 


4-Pyr-CH 2 




2-1463 


3 4 5-triF-Ph 


4-Pvr 

-r-x ji 


3-Pyr-CH 2 




2-1464 


3,4,5-triF-Ph 


4-Pyr 


4-Pym-CH 2 


50 


2-1465 


3,4,5-triF-Ph 


4-Pyr 


5-Pym-CH 2 




2-1466. 


3,4,5-triF-Ph 


4-Pyr 


2-Pym-CH 2 




2-1467 


3-CF 3 -Ph 


4-Pyr 


H 2 N-(CH 2 ) 3 


55 


2-1468 


3-CFj-Ph 


4-Pyr 


MeNH-(CH 2 ) 3 
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Compound 
r*o. 


R 1 


R 2 


R 3 




2-1469 


3-CF 3 -Ph 


4-Pyr 


EtTsTH-fCH-,!- 




2-1470 


3-CF3-Ph 


4-Pvr 

— x yx 


iTl ^2 1 ^ \ wXl.2 y 3 




2-1471 


3-CF3-PI1 


4-Pyr 






2-1472 


3-CF 3 -Ph 


4-Pvr 

~ J. y X 






2-1473 


j 3-CF 3 -Ph 


4-Pvr 




15 


2-1474 


3-CF3-PI1 


4-Pvr 

t-j- yi 


l-Mor-fCH->Y» 




2-1475 


3-CF 3 -Ph 


4-Pvr 


i • 1 iiiur-\\»*rj2 73 




2-1476 


3-CF 3 -Ph 


4-Pvr 
■» ryi 


1 -Piz-f CHVU 


20 


2-1477 


3-CF 3 -Ph 


4-Pyr 






2-1478 


3-CF 3 -Ph 


4-Pvr 

n ryi 


3-Azt 




2-1479 


3-CF 3 -Ph 


4-Pvr 


l-Me-3-Azt 


25 


2-1480 


3-CF 3 -Ph 


4-Pvr 

r yi 


3-Pvrd 




2-1481 


3-CF 3 -Ph 


4-Pvr 


1 -Me-3-Pvrrl 




2-1482 


3-CF 3 -Ph 


4-Pvr 


4-Pin 

*T— J7 


30 


2-1483 


3-CF 3 -Ph 


4-Pvr 


*T-V > «?»*T-UCJ71-i ip y 




2-1484 


3-CF 3 -Ph 


4-Pvr 


1 -Mf»-4-Pin 




2-1485 


3-CF*-Ph 


4-Pvr 


1 -ivic-*t— ^ j, A r-ucn.-ir ip j 


35 


2-1486 


3-CF3-P11 


4-Pyr 


1-Piz 




2-1487 


3-CF 3 -Ph 


4-Pvr 


4-Me-l. Pi 7 ~l 




2-1488 


3-CF3-PI1 


4-Pvr 

-r-x jrx 


4-Pvr 


40 


2-1489 


3-CF 3 -Ph 


4-Pvr 


3-Pvr 




2-1490 


3-CF 3 -Ph 


4-Pvr 


4— Pvm 

*T— JT Jf 111 




2-1491 


3-CF 3 -Ph 


4-Pvr 

-r x jrx 


5-Pym 


45 


2-1492 


3-CF 3 -Ph 


4-Pvr 

-r 1 yi 


3-Pvrd-CH-> 




2-1493 


3-CF 3 -Ph 


4-Pyr 


1 -Me-^-PvrH-PH^ 

J XTI.W— «J— x jrl U— V_^X12 




2-1494 


3-CF 3 -Ph 


4-Pyr 


4-Pip-CH 2 


50 


2-1495 


3-CF3-PI1 


4-Pyr 


l-Me-4-Pip-CH 2 




2-1496 


3-CF 3 -Ph 


4-Pyr 


2-Piz-CH 2 




2-1497 


3-CF3-PI1 


4-Pyr 


4-Pyr-CH 2 


55 


2-1498 


3-CF 3 -Ph 


4-Pyr 


3-Pyr-CH 2 
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Compound 


R 1 


R 2 


R 3 


5 


No. 










*> 1 AQQ 

Z~ H77 




4-Pvr 

T 1 Jfl 


4-Pym-CH 2 




Z- 1 OUU 


^-PF,-Ph 


4-Pvr 


5-Pym-CH 2 


10 


Z- 1 DU 1 




4-P\T 
*t i >i 


2-Pym-CH 2 




-1- I DUZ 


•}-i^n_r 2 w * u 


4-Pvr 


H 2 N-(CH 2 )3 




-> 1 CAT 




4-Pvr 
•t i jf i 


MeNH-(CH 2 )3 


15 


Z- 1 




4-Pvr 


Et2vIH-(CH2)3 




Z- J DUD 




4-Pvr 

■* JT >1 


Me 2 N-(CH 2 )3 




Z- 1 jUO 




4-Pvr 

~ 1 ^1 




20 


Z- 1 D\l / 




4-Pvr 


l.Pyrd-(CH 2 )3 




Z- I Z>U6 




4-Pvr 


1-Pip-(CH 2 ) 3 




1 juy 




4-Pvr 


l-Mor-(CH 2 )3 


25 


"> Kin 


J>-V - ,1XT2^-' * n 


4-Pvr 


l-Tmor-(CH 2 ) 3 






-3 _PHF«>0 -Ph 


4-Pvr 


1-Piz-(CH 2 ) 3 




Z- 1 J 1/ 


^urHF-»0-Ph 

_» V—' 1 11 TV_/ X It 


4-Pvr 


4-Me-l-Piz-(CH 2 ) 3 


30 


z- 1 J 1 ~> 


VCHF->0-Ph 


4-Pvr 

T 1 Jl 


3-Azt 




1 1 s 1 J. 

Z- I -> I 


j v^xu 2*^ * 


4-Pvr 


l-Mc-3-Azt 




9 ISIS 


i-PHF->o-Prt 

< ^-ViXT 2 v-' i 11 


4-Pvr 


3-Pyrd 


35 


?-1 SI f> 


v — i u. 2^^ 


4-Pvr 


l-Me-3-Pyrd 




9 1 SI 7 

Z- 1 -> 1 / 




4-Pvr 


4-Pip 




9-1 S1 R 


•/ wi u 2^' * 


4-Pvr 


4-(3,4-deH-Pip) 


40 


9-1 S1 0 

Z~ 1J17 


j ii 2^-^ i i* 


4-Pvr 


l-Me-4-Pip 




s?o 

z- 1JZU 


_?~V^lXT2^' * ii 


4-Pvr 


1 -Me-4-(3 ,4-deH-Pip) 




1-1 S91 


VCHF-»0-Ph 

j vi ii 2^-' 


4-Pvr 


i-Piz 


45 


2-1522 

X* 1 — I** 


3-CHF->0-Ph 


4-Pvr 


4-Me-l-Piz 




2-1523 


3-CHF 5 0-Ph 


4-Pyr 


4-Pyr 




2-1524 


3-CHF 2 0-Ph 


4-Pyr 


3-Pyr 


50 


2-1525 


3-CHF 2 0-Ph 


4-Pyr 


4-Pym 




2-1526 


3-CHF 2 0-Ph 


4-Pyr 


5-Pym 




2-1527 


3-CHF 2 0-Ph 


4-Pyr 


3-Pyrd-CH 2 


55 


2-1528 


3-CHF 2 0-Ph 


4-Pyr 


l.Me-3«Pyrd-CH 2 
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5 


Compound 

fso. 


R 1 


R 2 


R 3 




2-1 57Q 

X 1 


j v^xir 2^^ * n 


4-Pvr 
*r*ryi 


*t-x ip-v^«rl2 




2-1 530 

X- 1 JJv 






i -ivic-^f- < rip-^xi2 


10 


7.1 531 
x- l^J 1 




*r-x^jrT 


x-x lZ-v^ri2 




2.1532 




i.]>vr 

*t-.ryr 


*^-r"yr-*wrl2 




2-1533 


3-C , FTF<>0-Ph 


4-Pvr 


yr-v^ri2 


15 




3-CHT\OPh 


4-Pvr 

*t--l jrl 


*r-r^yin-^ Ji2 




x- 1 j j j 


3-CKF^O-Ph 


4-Pvr 


^-i yiii-L-rl2 




7-1536 


3-CHF^O-Ph 

«/ viii 2^-^ * ii 


4-Pvr 


7 P\rm r^W- 

x-x yrn-cri2 


20 


2-1 537 


3-T"1-4-F-Ph 


x-l\xx2^^ * yi*x 


W2lX-('wtl2;3 




2-1 538 

X 1 J JO 


3.r , l-4-F-PH 
j"vi ■** r x li 


x -ix 1x2 ~*r-x ym 


rvieixri -(Cri2 h 




2-1539 


3-f"l-4-F-Ph 


x-xxxi2^^ x ym 


clix xi-(vxi2 /3 


25 


2-1540 


3.d-4-F-Ph 

«»J \— »1^T— AT X XI 


x -1XX12 •*r*xr yin 


Me2iN-(Cxi2)3 




2-1541 


3-Cl-4-F-Ph 

wl'l A X 11 


x -ix ri2 *x ym 


1 a Tt_/r^w \ 

1 - AZl-\*wrl2 J3 




2-1542 


3-Cl-4.F-Ph 

-J wl-*T— X^ -X 11 


x-i>ix2-^-A yni 


1 D*^ //-^tj \ 

l-l J yrd-(CH2>3 


30 


2-1 543 

X- U^rJ 


j~wi"*t*r x ii 


x -in ri2 ^+*x ym 


l-rlp-(Cri2)3 




2-1 544 




x -ix ri2^+~A ym 






2-1545 


3-Pi-4-F-Ph 


x-inxx2-^-x yrn 


1 - 1 mor-( Cri2/3 


35 


2-1546 


3-Cl-4-F-Ph 

•J V^l * 1 A 11 


? -NHv A Pvm 
x-iNxx2^T-x yin 


l-r 12-^X12^3 




2-1547 


3-Cl-4-F-Ph 

— r 1 A •XT 11 


x-inxx2^^' * ym 


>i_xx a 1 p;^ /r^T4 1 
*f-JVie- 1 -x^xx-\\^rA2 /3 




2-1548 


3-Cl-4-F-Ph 

— ' ^'l * X X 11 


7 -"NTH -» -4 -P vm 
i iiXl2^T i ill 


3- A-rt 


40 


2-1549 


3-Cl-4-F-Ph 

— '^^'I » X X XI 


X-1NXX2 *r -x yin 


1 -iYie-j>-/vzi 




2-1550 


3-Pl-4-F^Ph 
j"L/i**t*r x ii 


x -ix ri2^T"x ym 


7 Pirr/1 

j-ryra 




2-1551 


3-Cl-4-F-Ph 

~* V-» I 1 X —x 11 


x-i>xi2~*+-x yin 


1 -ivi c-j -x yra 


45 


2-1552 


3-Cl-4-F-Ph 

-J V- 'I T " X 1 11 


7 -"NTH- ^4_P\rm 

x-ixxx-'-'T-r ym 






2-1553 


3-Cl-4-F-Ph 


^ 1 ^ X 12 t'x jrlll 






2-1554 


3-Cl-4-F-Ph 


2-NH2-4-Pym 


1 -Me-4~Prn 


SO 


2-1555 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) 




2-1556 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


1-Piz 




2-1557 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 


55 


2-1558 


3-Cl-4-F-Ph 


2-NH : -4-Pym 


4-Pyr 



188 

BNSDOCID: <EP 1243569A1J_> 







• 


EP 1 243 589 A1 


• 


5 


Compound 

No. 


XV 


R 2 


R 3 




2-1559 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


3-Pyr 




2-1560 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


4-Pym 


10 


2-1561 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


5-Pym 




2-1562 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


3-Pyrd-CH 2 




2-1563 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd-CH 2 


15 


2-1564 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


4-Pip-CH 2 




2-1565 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip-CHj 




2-1566 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


2-Piz-CH 2 


20 


2-1567 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


4-Pyr-CH 2 




2-1568 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


3-Pyr-CH 2 




2-1569 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


4-Pym-CH 2 


25 


2-1570 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


5-Pym-CH 2 




2-1571 


3-Cl-4-F-Ph 


2-NH 2 -4-Pym 


2-Pym-CH 2 




2-1572 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


H 2 N-(CH 2 ) 3 


30 


2-1573 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 3 




2-1574 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


EtNH-(CH 2 ) 3 




2-1575 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 3 


35 


2-1576 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 3 




2-1577 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 3 




2-1578 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


1-Pip-(CH 2 ) 3 1 


40 


2-1579 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


l-Mor-(CH 2 ) 3 




2-1580 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


l-Tmor-(CH 2 ) 3 




2-1581 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 3 


45 


2-1582 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




2-1583 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


3-Azt 




2-1584 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt 


50 


2-1585 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


3-Pyrd 




2-1586 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd 




2-1587 


3,4,5-triF-Ph 


2-NH 2 -4-Pym 


4-Pip 


55 


2-1588 


3,4.5-triF-Ph 


2-NH 2 -4-Pym 


4-(3,4-deH-Pip) 
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Compound 
No. 


R 1 


R 2 


R 3 




7-1 ^RQ 


j,*Tj3 uir i Jl 


7 XTT-I / T>. -,^, 1L 

z-l\ri2" 4 '** yni 


l-Mc-4-Pip 




7 i 


tr-iP PK 


7 XTTJ /I D. ■ 


l -Me-^SAdeH-Pip) 


10 


-1- 1 J7 1 


74 c trip pl« 


*? XTTJ /I T>« ._ 1 - 


l-Piz 




7 l <Q7 


7 4 <s tr-iP PK 




4-Me-l-Piz 




7 1 ^0"^ 




7 XTTJ /I Ti. , , , 


A T\ 

4-Pyr 








7 XTU A P%f**% 


3-Pyr 




- 1 J 7 J 


^ A ^ rHP PK 


7 XTU /I T>. 


4-Pym 




n 1 ^CJA 

1 ->yo 


•> 4 « tT-jp pi% 


*> XTTJ y! p . , , , . 

z-Nrl2-4-ryin 


5-Pym 




— IZ> J l 


^ 4 5-rriP PK 


7 XTTJ A P. m« 


3-Pyrd-CH2 




7 J ^QC 
-1- I J70 


^ , *f , -> - in p •rn 


*> XTTJ A 


l-Me-3-Pyrd-CH2 




7 1 ^OO 


^ A 5 tm"P PVi 


"> XTTJ A T>. _ 

2-NH2~4-Fym 


4-Pip-CH 2 


25 


^- 1 DUU 


•) / { tr-iP PK 


*"> VTTT /I TV - 

z-NH2-4-Pym 


l-Me-4-Pip-CH 2 




?.i 601 


14 ; triP PK 


7 XTTJ 4 T>. ... ■ 


2-Pl2-CH 2 




?-i 607 


; / c trip PK 


*> XTTJ A Ti. 

z-NH2-4-Pym 


4-Pyr-CH 2 




9-1 60^ 


a A 5 rrfP PK 


^> XTTJ >! Ti, ■ 


3-Pyr-CH 2 






^ A 5-triP-PK 


7 XTTJ A Tin 

z-Nn2-4-rym 


4-Pym-CH2 




7-1605 

- 1 UUJ j 


1 A 5-triP PK 


7 XTTJ >1 U, 1 


5-Pym-CH2 


•JO 




^ A 5_triP PK 


7 XTTJ /I T>«f*«s 


2-Pym-CH2 




X 1 \J\J / j 




*> XTTJ y! Ti, 


TT 'V T //tTT \ 

H 2 N*(CH2)3 




7-1 60R i 


1 PK 


7 XTTJ A "D, 


MeNH-(CH2>3 


40 


2-1609 ! 

s 




7 XTTJ yl 

z-iNri2-^*"ym 


EtNH-(CH2)3 




7-1 6i n 


^ pk 


7 XTTJ A TA«— * 

x-Nrl2-4-jrym 


Me2N-(CH 2 )3 




2-161 1 


"}-PP-»-PK 


7 XTTJ /I !),_- 


T A — * /^ry \ 

J -AZt-(CH2)3 


45 


2-1617 




O XTTJ >1 T>, 1 l 

z-fM ri2-^- Jr ym 


1-Pyrd-(CH 2 ) 3 




2-161 3 


*.PP*-PK 
->-v^r3-x^n 


7 XTTJ A T>*rr*r* 


1-Pip-(CH 2 )3 




2-1614 


3-CF 3 -Ph 


2-NH2-4-Pym 




50 


2-1615 


3-CFj-Ph 


2-NH 2 -4-Pyrn 


l-Tmor-(CH 2 ) 3 




2-1616 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


1-Piz-(CH 2 ) 3 




2-1617 


3-CF 3 -Ph 


2-NH2-4-Pym 


4-Me-l-Piz-<CH2) 3 


55 \ 


2-1618 


3-CF 3 -Ph 


2-NH2-4-Pym 


3-Azt 
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2-1619 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


l-Me-3-Azt 




2-1620 


3-CF 3 -Pb 


2-NH 2 -4-Pym 


3-Pyrd 


10 


2-1621 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


l-Me-3-Pyrd 




2-1622 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


4-Pip 




2-1623 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


4-(3,4-deH-Pip) 


15 


2-1624 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip 




2-1625 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


l-Me-4-(3,4-deH-Pip) 




2-1626 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


1-Piz 


20 


2-1627 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


4-Me-l-Piz 




2-1628 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


4-Pyr 




2-1629 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


3-Pyr 


25 


2-1630 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


4-Pym 




2-1631 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


5-Pym 




2-1632 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


3-Pyrd-CH 2 


30 


2-1633 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


l-Mc-3-Pyrd-CH 2 




2-1634 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


4-Pip-CH 2 




2-1635 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


l-Me-4-Pip-CH 2 


35 


2-1636 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


2-Piz-CH 2 




2-1637 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


4-Pyr-CH 2 




2-1638 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


3-Pyr-CH 3 


40 


2-1639 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


4-Pym-CH 2 




2-1640 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


5-Pym-CH 2 




2-1641 


3-CF 3 -Ph 


2-NH 2 -4-Pym 


2-Pym-CH 2 


45 


2-1642 


3-CHF 2 OPh 


2-NH 2 -4-Pym 


H 2 N-(CH 2 ) 3 




2-1643 


3-CHF 2 OPh 


2-NH 2 -4-Pym 


MeNH-(CH 2 ) 3 




2-1644 


3-CHF 2 0-Ph 


2-NH 2 -4«Pym 


EtNH-(CH 2 ) 3 


50 


2-1645 


3-CHF 2 OPh 


2-NH 2 -4-Pym 


Me 2 N-(CH 2 ) 3 




2-1646 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


1-Azt-(CH 2 ) 3 




2-1647 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


1-Pyrd-(CH 2 ) 3 


55 


2-1648 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym. 


1-Pip-(CH 2 ) 3 



;r f -191 

BNSDOCID: <EP 1243589A1_I_> 



EP 1 243 589 A1 



5 


Compound 
No. 


R 1 


R 2 


R 5 








2-NH— 4-Pvm 


l-Mor-fCH?>i 




9-1 650 


3-PHFnO-Ph 


2 -NH -> -4-Pvm 
^1^1x12 ~ x _j hi 




10 


2-1651 




2-"NH ■> -4-Pvm 

1^1112 1 * Till 


l-Piz^CH!>)-t 

1 x 11. * a/— 




7-1657 




<i 1 > 1 12 ™ • jrXXl 


■T— ITlt. 1 1 11 ^Wll^/J 




7-1653 


3-CHF->0-Ph 
j win 2 i ii 


2-NH-* -4-Pvm 

1 lll^ 1 1 jrlXl 


3-Azt 


15 


2-1654 


3-CHF>0-Ph 


2-NH->-4-Pvm 


l-Me-3-Azt 




2-1655 

1 UJJ 


3-CHF^O-Ph 


2-MH-»-4-Pvm 

^ 1^11.12^^ X Jrlll 


3-Pyrd 




2-1656 


3-PHFiO-Ph 

j Liu 2*—' 1 A1 


2-NH->-4-Pvm 

a iiiij™ 1 y 111 


l-Me-3-Pvrd 

1 1 »lv —7 X JflM 


20 


2-1657 


3-rHFoO-Ph 
j"^nr2\/ i -ii 


2-NH-> -4-Pvm 

4a> 1 ^1 1 12 ™ 1 Jr HI 


4-Pip 




7-1658 


3-CHF-,0-Ph 

J"V1LT 2<-/ ^ Al 


2-NH-> -4-Pvm 

^~ 1 ~1 12 ^ -1 jlll 


4-C3 4-deH-PiD"! 

T ^ J jT^Uvl 1 X If* J 




7-1659 


3-PHF^O-Ph 


2-NH->-4-Pvm 

1 ^11 12 * — jrixi 


l-Me-4-Pin 


25 


7.1660 


3-CHF->0-Ph 


2-NH->-4-Pvm 


l-Me-4-r3 4-deH-Pio) 

1 I'lv » V— ^ » UW11 X If* J 




2-1661 


3-CHF->0-Ph 

— ' V— '1 n A 11 


2-NI-U -4-Pvm 


1-Piz 




2-1662 


3-CHF->0-Ph 

—J V-^-L u. 2^^ a AA 


2-NH^-4-Pvm 

^ 1 tixx2^» 1 jfiii 


4-Me-l-Piz 

"T 1"1 \r X —X il> 


30 


2-1663 


3-T!HF->0-Ph 


2 -TsTR n 4 P vm 
^ 1^1x12 ™ -i yiii 


4-Pvr 




2-1664 


VCHT^O-Ph 
-/ v_/Xxr 2 w i a* 


^1^1X712 * * jfiil 


3-Pvr 




2-1665 


3-CHF>0-Ph 

\«»^xu. 2^~^ 


2->JH-»-4-Pvm 


4-Pvm 

*T X J III 


35 


2-1666 


3-CHF->0-Ph 

— ' \— 'XXX 2^^ — 


2-NH->-4-Pvm 

a x ^1 x 12 ™ x yxii 


5-Pvm 

-' l jr 111 




2-1667 


3-CHF>0-Ph 

j \^iu 2*^ * ii 


2-TsIH-r~4-Pvm 

X. 1 »1 12 ■ 1 Jrlll 


3-Pvrd-CH-> 

•/ 1 jrxwi wi 12 




2-1668 


3-CHF«>0-Ph 

— ' dii 2*— ' * ii 


2-NH->-4-Pvm 

^—i^ixi2^^ x jpiii 


1 -Me-3-Pvrd-CH'> 


40 


2-1669 


3-CHFoO-Ph 

— ' wili 1 11 


2-NH->-4-Pvm 

*r i ^IX 12 ™ X J III 


4-Pin-CH«> 

F X 11/ W X2 




2-1670 


3-CHF^O-Ph 

— » wi x-i 2^"^ — ii 


2-NHi-4-Pvm 

1 "ii 12 ^ 1 yiii 


1 -Me-4-Pin-CH-) ! 

1 1 »i w ■ ■ 1 — 1 1 p V/i 1 2 




2-1671 


3-CHF50-Ph 


*» 1 ^X 1^ » 1 Jill 


2-Piz-CH-> 

<£> X 11 >— '1 12 


45 


2-1672 


3-CHF 5 0-Ph 


2-NH->-4-Pvm 


4-Pyr-CH 2 




2-1673 


3-CHF^O-Ph 

— ' V*"X 1-1 2^^^— — ■ 


2-NH«»-4-Pvm 

* i^ixx2 ™ x ytii 


3-Pvr-CH-» 

— ' 1 Jrl >— '1 12 




2-1674 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


4-Pym-CH 2 


50 


2-1675 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


5-Pym-CH 2 




2-1676 


3-CHF 2 0-Ph 


2-NH 2 -4-Pym 


2-Pym-CH 2 




2-1677 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


H 2 N-(CH 2 )3 


55 


2-1678 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


MeNH-(CH 2 ) 3 
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2-1679 


3.C1-4:F-Ph 


2-MeNH-4-Pym 


EtNH-(CH;> 3 




2-1680 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-(CH 2 ) 3 


10 


2-1681 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


1-Azt-(CH 2 ) 3 




2-1682 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Pyrd-(CH 2 ) 3 




2-1683 


3-Cl-4-F-Ph 


2-MeNH-4-Pym j 


1-Pip-(CH 2 ) 3 


15 


2-1684 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Mor-(CH 2 ) 3 




2-1685 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Tmor-(CH 2 ) 3 




2-1686 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


1-Piz-(CH 2 )3 


20 


2-1687 


3.Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz-(CH 2 ) 3 




2-1688 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


3-Azt 




2-1689 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Azt 


25 


2-1690 


3-CM-F-Ph 


2-MeNH-4-Pym 


3-Pyrd 




2-1691 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd 




2-1692 


3.Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Pip 


30 


2-1693 


3_Cl-4-F-Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 




2-1694 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip 




2-1695 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 


35 


2-1696 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


1-Piz 




2-1697 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz 




2-1698 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Pyr | 


40 


2-1699 


3-CM-F-Ph 


2-MeNH-4-Pym 


3-Pyr 




2-1700 


3.Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Pym 




2-1701 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


5-Pym 


45 


2-1702 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 




2-1703 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 




2-1704 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Pip-CH 2 


50 


2-1705 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


l-Me-4-Pip-CH 2 




2-1706 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


2-Piz-CH 2 




2-1707 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


4-Pyr-CH 2 


55 


2-1708 


3-Cl-4-F-Ph 


2-MeNH-4-Pym 


3-Pyr-CH 2 
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2-1709 


3-Cl-4-F-Ph 


mm tUWll XX » X. jrXXX 


■t—x yni— 1^1x2 




2-1710 


-/ — ^i^T— X X 11 


x iviciN XX— *r-x yin 




1 r\ 


2-1711 

4m I'll 


3-Cl-4-F-Ph 

~ i 1 X X XX 


2-MeMH-4-Pvm 

X JV1C1> xx— *T"x yill 


^-Pvm.rH, 

mm-ryiu - v^Jx2 




2-1712 


3 4 5-triF-Ph 

-J 3 *»y»-vXXX X XX 




T-T XT //^U.\. 

Xl2xN-(Url2j3 






3 4 5-triF-Ph 

— > ,*T«,.J IX XX —X XX 


9 jV/f^KTW-xl Pvm 
X -xVlCiN n-H -1* yllJ 


xVieJN rl-(\^rl2 h 


1 tz 
JD 


2-1714 


3 4 5-triF-Ph 


2-M vm 


PtxTxj /r , i4*\, 
cuNri-v^ri2 ^3 




2-1715 


3 4 5-triF-Ph 

•/^^J UU X XX 


2-MeNW-4-Pvrn 


\yf» XT /r^XJ \ 
iYie2iN-^Xl2j3 




2-1716 


3 4 5-triF-Ph 

U XX X XX 


0 ."M pMH-4-P vm 
i*ivici\n"***ryiii 


i -AZI-^ClT2j3 


on 


2-1717 


3 4 5-triF-Ph 

J,**^ Uli —X XX 


» 1V1 CI N XX — *T— X y III 






2-1718 


3 4 5-triF-Ph 

— ^ j~ > — ' LXXX X XX 


ivi ci>i n. -*r-r ym 


1 Pi« fCZI^i 




2-1719 


3 4 5-triF-Ph 


2-MeNK-4-Pvm 
x-ivici^i xtj.-*t-x y hi 




25 


2-1720 


3 4 5-triF-Ph 

•J y~ Uli X XX 


X-1V1 wIM xx— *t— r yin 


1 - J mor-\i^rx2 ^3 




2-1721 


3 4 5-triF-Ph 

•'>—}•-' IX XX X XI 


x-ivici>xx-*r-x yili 


i -r*12-(Crl2j3 




2-1722 


3 4 5-triF-Ph 

—J J~ y mS LX XX X XI 


2-"Mf»>JT4-xt Pvm 
X iVx C IN xx -^f-x yixi 


^Me- 1 -riz-(Cri2)3 


If) 


2-1723 


3 4 5-triF-Ph 

mJ J~ U XX X 11 


x-xvicjn fi"*f*r yixi 






2-1724 


3 4 5-triF-Ph 

— ' — ' IX. XX X XX 


9-MfOsTW-xl Pvm 

x -ivi cin n -** -x ym 


i -Me-3-AZl 




2-1725 


3 4 5-triF-Ph 

•J,"T ? — ' l>i IX —1 11 


2 "M»JT4-A Pvm 


, 3-ryrd 


35 


2-1726 


3 4 5-triF-Ph 

— ' j » j—' UU X XX 


x iviwl N xx— *r-x jr 1x1 


i -irico-r yro 




2-1727 


3 4 5-triF-Ph 

—' j » y — ' bX IX X XX 




A Pi« 




2-1728 


3 4 5-triF-Ph 

Jj"^ LX IX —X XX 


z. -ivi cin x>x-*t-x ym 


*f-^,*f-uerl- < rlp ) 


40 


2-1729 


3.4.5-triF-Ph 

— ' 5 ' H IX XXX 


2-MeNK-4-Pvm 
<t mwii xx *r x y in 


i -ivic-*f-r ip 




2-1730 


3 4 5-triF-Ph 


-i. ivit-i > xx—** — x yixi 






2-1731 


3,4 5-triF-Ph 

— ' y — ^ UU X 11 


2-MeNH-4-Pvm 

^> iviviiii"*T*r yiii 


1-x ixv. 


45 


2-1732 


3 4 5-triF-Ph 

— * y»J kill X 11 


2-M elsTH -A.Pvm 


*r-lYl.C- 1 "I 1Z 




2-1733 


3,4.5-triF-Ph 

J ■ ^ Mil X 11 


2-MeNH-4.Pvm 

* i»i w i xi^f"i yixi 


*t-jt yr 




2-1734 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


3-Pyr 


50 


2-1735 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


4-Pym 




2-1736 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


5-Pym 




2-1737 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


3-Pyrd-CH 2 


55 


2-1738 


3,4,5-triF-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd-CH 2 
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2-1739 


o A C - Til* 

3,4,5-tnF-Pn 


2*MeJNrl-4-P>TO 






2-1740 


i r * * T— Til- 

3,4,5-tnF-Pn 


2 -MeN ri-4-r ym 




10 


2-1741 


3,4,3-tnF-Pn 


z-MeNri-4-rym 






2-1742 


3,4,5-triF-Ph 


2-MeNxi-4-Pym 


4-Pyr-L/Xli 




2-1743 


o /i c ♦Jr Til* 


2-MeNri-4-pym 


*5-Pyr-U-rl2 


15 


2-1744 


3,4,^-tnr-Pn 


"> X yCa-XTT T A Ti%rm 


A Pvrm /TJ _ 

4-pym-wii2 




2-1 745 


3,4,5-tnr-Pn 




C p.—-* r'u^ 




2-1746 


3,4,5-tnr-Pn 




z-x^yiTi-^ri2 


20 


2-1747 


3-Ch3-rn 


z-m eN ri-4-pyni 


TT XT //""TT \ 

Xl2lN^L,rl2j3 




2-1748 


j>-CF3-Ph 


<") X X -~VTT T yl T> ■■■ LL 

2-MeNrl-4-Pym 


Mersrl-^ri2>3 




2-1749 






PfXTLJ CpU^V 


25 


2-1750 


"5 /^T PVi 








2-1751 


3-Cr3-"n 


*> X A oXTT-J /I Dirm 

/-Mei> ri-4- < ryi T i 


1 -/\Zl-^v-/Xl2 /3 


.. 


2-1752 


^ /T "DV. 

3-Cr3-Pn 


") X /f «XTXJ Dun* 


i -ryra-^ri2j3 


30 


2-1753 


3-Cr3-rh 


2 -M eN rl-4-pyni 


i p;t%_/p , i t ^\« 

1 -Pip-(L.Xl2 J3 




2-1754 


3-Cr3-rh 


2 -Meis ri-4-p ym 


i -ivior-^v^ri2/3 




2-1755 


*^ /"'T™ TIL. 

3-Ch3-Pn 


n M — V TT T >i Tj. ■■ ., 

2-MeJNrl-4-Pym 


1 TtTIAf //^LJ^X. 

l-i mor-^cri2j3 




35 


2-1756 


o pr pu 


2-MeiNrl-4-r r yni 


1 Pi*y /PTJ^\, 
1 -^12-^02^3 




2-1 757 


3-Cr3-rn 




H-lVlC'- 1 -x lZ-^v^ii2 ^3 




2-1758 


3-Cr3-rn 


2 -MelM rl-4-Pyni 


a A-4 


40 


2-1759 


1 f't Til*. 


"> Xj4i-iX-TT-T A Dtim 

z-Mersxi-^-nyrn 






2-1760 


/^T" Til* 

3-Cr3-Pa 


T X 4 <-»XTT T /t D,rm 

i -ivieiN ri -H-rym 


D-r yru 




2-1 /Ol 


1 /^TT PU 


0 X 4 ^XTU _ /l D^rm 


i -jYie-^-i^yTQ 


- 

45 


Z-l /OZ 


o-Ur3-rn 


O XAaKTT-4 A Pirm 

x -ivi ers ij-^f-i yiri 


*r-Jrip 






n /^TT PVi 


2. - ivi cin ri -*r - 1 ym 


A-CX A_H^T4 Pi^ 




Z- 1 1 \J*r 




X-1V1C1^I ii^t i J ill 


1 iVlv "11 l^J 


50 


2-1765 


3-CF 3 -Ph 


2-MeNH-4-Pym 


l-Me-4-(3,4-deH-Pip) 




2-1766. 


3-CF 3 -Ph 


2-MeNH-4-Pym 


l-Piz 




2-1767 


3-CFj-Ph 


2-MeNH-4-Pym 


4-Me-l-Piz 


55 


2-1768 


3-CF 3 -Ph 


2-MeNH-4-Pym 


4-Pyr 



195 
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5 


Compound 
No. 


R 1 


R 2 


R 3 




7 1 n&o 
z- i foy 


7 r^TT PK 


z-MeNn-4-Pym 


3-Pyr 




7 1 77A 
Z- 1 / /u 




O \ 4" -XTTJ A TV. _ 

Z-MeNH-4-Pym 


4-Pym 


10 


Z- 1 III 




z-MeNii-4-Pyni 


r t\ 

5-Pym 




7 1 777 
Z- 1 / /Z 




0 x >r -vnr x tv. 

z-MeNH-4-Pym 


| 3-Pyrd-CH2 




7 1 77 * 
Z- I/O 


7 PVi 


7 \ /.oVTLT /I TV. ... , 

z-MeNri-4-Pyni 


l-Me-3-Pyrd-CH2 


15 


7 1 77A 
Z-l / /H 


•3-v^r3-.rn 


7 X/f^XTXJ /l TV, . ■ , 

z-MeJNxi-4-^yni 


/t TV! rTT 

4-Pip-Cri2 




7 1 77^ 
Z-l / /3 




Z-MeNri-4-Fym 


l-Me-4-Pip-CH2 




7 1 77A 
Z- 1 / /O 




7 X/foXTTJ /I T>« mi 

Z-MeiNri-4-\rym 


Tx:_ r»Tj 
Z-PIZ-CH2 


20 


9.1 777 
x* 1 / / / 




7 X/f«XTTJ >t T)i im 

z -ivicrM n-4-i*ym 


A TV. /"TTJT 

4-Pyr-Ctl2 




7.1 778 
Z- 1 / / o 

- 




7 X/fiaXTTJ A Piim 

Z-Meis rl-4-r , ym 


^ TV- _ ATT 

3-Pyr-CH2 




9.1 77Q 




7 \4a\TU A P, 

z-Meisi yni 


4-Pym-CH2 


25 


7 1 7Sfi 
Z- 1 /oU 


^ m~ PVi 


7 X >T flVTU /I TV. 

z-MeNrl-4-Pym 


^ T\ ^Tl 

5-Pym-CH2 




7 1 7R1 
Z- I /ol 


0 r*TT PVi 
-5-v-.r3-.rl1 


X iff ~XTTT A TV. ■ 

2-MeNH -4-Pym 


2-Pym-CH 2 




7-1 7R7 
x." 1 /Ox 


^.rT-TF-.ri PH 


"> \ if —V TTT A T> 

Z-MeNri-4-Pym 


TT VT /^TT \ 

H2N-(CH:)3 


30 


7 1 7C^ 
Z-l /fij 




"S X /f _v TTT >( TV- - 

z-MeNH-4-Pyrn 


MeNH-(CH 2 >3 




Z*l / O** 




O H if— XTTT yl TV. — 

z-MeNn-4-Pym 


EtNH-(CH 2 )3 




7-1 7R5 


0- v^rLT 2 v-KrH 


O IV ;f «VTT_T A TV. ■ 

Z-MeNrl-4-Pym 


Me 2 N-(CH2)3 


35 


7-1 7R£ 
Z-l /oO 


-2 / *I3 C,n PVi 


7 x >r aXTXj a tv 1 

z-MeNH-4-Pym 


1-Azt-(CH 2 )3 




7.1 7R7 
x- 1 tot 


^.n-TF^ri-PH 
->"V^rur 2 n 


z-MeiM xl-4-pym 


1 TV. » //^T T \ 

1-Pyrd-(CH 2 )3 




7-1 7RR 


j-unr2U-rn 


z-MeNri-4-Pym 


1 T\* /ATT X 

1-Pip-(CH2)3 


40 


2-1 789 




z-MeNrl-4-Pym 


1 X # - / AT T > 

l-Mor-(CH2)3 




2-1 700 




7 X >f^kXTT_I A TV. ,i L 

Z-MeNrl-4-Pym 


l-Tmor-(CH 2 )3 




2-1791 


^rwp,n pv» 


Z-Mers rl-4-Pym 


1 TV*_ /ATT \ 

1-Pl2-(CH2)3 


45 


2-1792 


^.rHT^n pv» 


z -MeNxi-4-pym 


4-Me- 1 -Piz-(CH 2 ) 3 




2-1795 


^.rHP^n-Pii 

-?*v_^n.r 2 u 


7 X iT^XTT T A T>! 1 

Z-JMeNri-4-Pym 


3-Azt 




2-1794 


3-CHF 2 0-Ph 


2-MeNH -4-Pym 


l-Me-5- Art 


50 


2-1795 


3-CHF2OPI1 


2-MeNH-4-Pym 


3-Pyid 




2-1796 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


l-Me-3-Pyrd 




2-1797 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


4-Pip 


55 


2-1798 


3-CHF 2 0-Ph 


2-MeNH-4-Pym 


4-(3,4-deH-Pip) 
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Compound 

No. 


R 1 


R 2 


R 3 




2-1799 


3-CI±r2V>-rn 


z -m e in n -*Kr ym 


1 -IVlfc-*T -Tip 




2-1800 


*3 /^T TT~ /"\ TVU 

3-Crir2v->-rh 


z-MeNn-^-ryrn 


1 -IVlC-^T-^j,*f-UCii.-i ip^ 


10 


2-1801 


r»irr'/*i Ok 

3-Crlr20-Fn 


2 -MeiN ri-4-r ym 


1 P17 
1 -"1Z 




2-1802 


3-CHF2O-PII 


1 XX«XTTJ yl Dnwi 

2-MeNri-4-r'ym 


A Xyf^» 1 Pit 




2-1803 


*5 r , uc f\ ok 


O \X«.XTLJ yl Dim 

2-MerNri-H-Jryin 


**~ryr 


15 


2-1804 


1 r^TTT Dk 
3- Urlx* 2^** I 1 


z -m cin ri-^r-r ym 






2-1805 


-5 r*irc r\ Dk 
3-Crlr2U-ril 


O X./T«XTLJ A Dirm 

2-MelNxl-4-rym 


A Dirm 

*rryin 




2-1806 


1 /TJTT f"\ Dk 


O X/T a \TU A Dxrm 


-)-rym 


20 


2-1807 


3-Crlr2L>-ro 


2-JVleN ri-4-.rym 


0 p, — ^ r^kl» 
-> -r yru - V- ri 2 




2-1808 


1 J r *T3"C f"\ I>k 




1 -ivie-^-r^yra-v^ri2 j 




2-1809 


^-Cxlr2VJ-rn 


2-IvieN ri-4-r ym 


a p- 


25 


2-1810 




2-JVieNri-^Hrym 


i -ivie-*f--rip-i^ri2 




2-181 1 




z-meiN ri-4-rym 


Z-r lZ-v^rl2 




2-1812 


-3 /"•IXC Ok 


<■> x yf _XTXJ yl Dim 

2-ivieNrl-4-r yrn 


/I Pvrr r^T-I-, 


30 


O 1 Oil 

2-1813 


"5 r^irc r~\ x>k 


z -jvie jn ri -4 -r ym 


j*ryr-v^ri2 




2-1814 


O r^TJTE f~\ "Dk 


z -ivi e jn n ym 


H-r^yiii-v»^ri2 




2-1815 


0 /""*TJ"C Ok 


z -JYi e in ri -*f-r ym 


D -ryiTi- v_- n.2 


35 


2-1 olo 


"5 (~*IXK-C\ Pk 

3-Cxlr2w-rn 


z -jvi e jn ri-*+-x yrn 


z *i yiii w ri2 




2-1 ol 7 


T>k 


z - in ri2 -^"A yr 


ri2iN-v,>^ri2/3 




^ 1 Ol o 

2-1818 


Ok 

rn 


Z-XN 112"^*/* 


iviei>in-^\^ri2 ;3 


40 


2-ioiy 


rn 


z-JN it2~^a yr 


cun n-^^ri2 /3 




O 1 OOA 

2-1 820 


ok 

.rn 


0 XTTJ yf Dirv 

z -in ri2 -^-jr yr 


IVlC2-l > « V^— "*^-2/3 




Z-l oZ 1 


T>k 

I'll 


z-iNri2-^r-* yr 




45 


0 1 COO 
Z- i o/x 


Ok 


9 XTU /j,Pvr 

z -in ri J-**- * yr 


1 -PvrH-^PH^^•» 

* — r yrti— ^v»>n.2/3 




2-1 oZ3 


Ok 


? XTU- A D\it 
Z -IN rl2 -*KT >T 


1 -Pirfc-rfTTUV, 




2-1824 


Ph 


2-NH?-4-Pvr 


l~Mor-(CH 2 )3 


50 


2-1825 


Ph 


2-NH 2 -4-Pyr 


l-Tmor-(CH 2 ) 3 




2-1826 


Ph 


2-NH 2 -4-Pyr 


1-Piz-(CH 2 )3 




2-1827 


Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz-(CH 2 )3 


55 


2-1828 


Ph 


2-NH 2 -4-Pyr 


3-Azt 
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5 


Compound 

INO. 


R 1 


R 2 


R 3 




2-1829 


Ph 


2-NH-- 4-Pvr 


l-Me-3-Azt 

A «^ i»Afi 




2-1830 


Ph 


2-NH--4-Pvr 


3-P\Td 


10 


2-1831 


Ph 


4-Pvr 

^ A ^ A # 4 ■ A T A 


l-Me-3-Pvrd 




2- 1 832 


Ph 


2-NH-»-4-Pvr 

^» A T A A^ i A ji 


4-Pin 

"T— X 1LV 




2-1833 


Ph 


2-NH-- 4-Pvr 




ID 


2-1834 


Ph 


2-NH^-4-Pvr 

ATA. A^ i A Y A 


1 -Me-4-Pin 

A iTlW ' 1 A 11J 




2-1835 


Ph 


2-NH : -4-Pyr 


l-Me-4-^3 4-deH-Pitrt 




2-1836 


Ph 


2-NH--4-Pyt 


l-Piz 1 


on 


2-1837 


Ph 


2-NH 2 -4-Pyr 


4-Me-l-P.7 




2-1838 


Ph 


2-NH : -4-Pyr 


4-Pvr 




2-1839 


Ph 


i A A^ T ATA 


3-Pvr 


OK 


2-1840 


Ph 


2-NH->-4-Pvr 

^ 1^AA2^^ * J* 


4»Pvm 

"T^A Jf ill 




2-1841 


Ph 


2-NH->-4-Pvr 


5-Pvm 

A Jf ill 




2-1842 


Ph 


2-NH->-4-Pvr 

A 1 A A^ * * VI 


3-Pvrd-PHn 




2-1843 


Ph 


2-NH*-4-Pvr 


1 -Me-3-Pvrd.CH-> 




2-1844 


Ph 


2-NH-- 4-Pvr 

*r X. T A A^ • A J X 


4-Pin-CH-» 




2-1845 


Ph 


2-NH--4-Pvr 

^ l^ili 1 1 jrl 


1 -Me4-Pin-CHi 


35 


2-1846 


Ph 


2-NH?-4-Pvr 

mm A » A, A^ ^ A Ji 


2-Piz-CH-) 

A AArf ^1.12 




2-1847 


Ph 


2-NH-- 4-Pvr 


4-Pvr-PH^ 

•»— A Jfl— V*. XTAJ 




2-1848 


Ph 


2-NH->-4-Pvr 

ATA A^ r A J4 


3-Pyr-CH 2 


40 


2-1849 


Ph 


2-NH?-4-Pvr 

• A ^ A A^ » A T A 


4-Pvm-PHi 




2-1850 


Ph 


2-NH->-4-Pvr 


•/ l jrlll— V^aTa2 




2-1851 


Ph 


2-NH 2 -4-Pyr 


2-Pvtti-CHt 

^fc 1 Jf 1*1 V^llJ 


45 


2-1852 


4-F-Ph 


2-NH^-Pvr 

A* A^A A^ T A T A 


x 121^-^x^X12/3 




2-1853 


4-F-Ph 


2-NH^-4-Pvr 


iTi&i n 171—^^11.2/3 




2-1854 


4-F-Ph 


2-NH 2 -4-Pyr 


EtNH-(CH 2 ) 3 


SO 


2-1855 


4-F-Ph 


2-NH 2 -4-Pyr 


Me 2 N<CH 2 ) 3 




2-1856 


4-F-Ph 


2-NH 2 -4-Pyr 


1-Azt-(CH 2 )3 




2-1857 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pyrd-(CH 2 )j 


55 


2-1858 


4-F-Ph 


2-NH 2 -4-Pyr 


1-Pip-(CH 2 ) 3 



198 

BNSDOCID: <EP 1243S69A1_I_> 







• 


EP 1 243 589 A1 


• 




5 


Compound 
No. 


K 


is. 


R 3 




2-1859 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Mor-(CH 2 ) 3 




2-1860 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Tmor-(CH 2 ) 3 




10 


2-1861 


4-F-Ph 


2-NH 2 -4-Pyr 


1-Piz-<CH 2 )3 




2-1862 


4-F-Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 




2-1863 


4-F-Ph 


2-NH 2 -4-Pyr 


3-Azt 


15 


2-1864 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Azt 




2-1865 


4-F-Ph 


2-NH 2 -4-Pyr 


3-Pyrd 




2-1866 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Mc-3-Pyrd 


20 


2-1867 


4-F-Ph 


2-NH 2 -4-Pyr 


4-Pip 




2-1868 


4-F-Ph 


2-NH 2 -4-Pyr 


4-(3,4-deH-Pip) 




2-1869 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip 


25 


2-1870 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-4-(3,4-deH-Pip) 




2-1871 


4-F-Ph 


2-NH 2 -4-Pyr 


1-Piz 


- 


2-1872 


4-F-Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz 


30 


2-1873 


4-F-Ph 


2-NH 2 -4-Pyr 


4-Pyr 




2-1874 


4-F-Ph 


2-NH 2 -4-Pyr 


3-Pyr 


- 


2-1875 


4-F-Ph 


2-NH 2 -4-Pyr 


4-Pym 


35 


2-1876 


4-F-Ph 


2-NHr4-Pyr 


5-Pym 




2-1877 


4-F-Ph 


2-NH 2 -4-Pyr 


3-Pyrd-CH 2 




2-1878 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pyrd-CH 2 


40 


2-1879 


4-F-Ph 


2-NH 2 -4-Pyr 


4-Pip-CH 2 




2-1880 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip-CH 2 * 




2-1881 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Piz-CH 2 


45 


2-1882 


4-F-Ph 


2-NH 2 -4-Pyr 


4-Pyr-CH 2 




2-1883 


4-F-Ph 


2-NH 2 -4-Pyr 


3-Pyr-CH 2 




2-1884 


4-F-Ph 


2-NH 2 -4-Pyr 


4-Pym-CH 2 


50 


2-1885 


4-F-Ph 


2-NH 2 -4-Pyr 


5-Pym-CH 2 




2-1886 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Pym-CH 2 




2-1887 


3-F-Ph 


2-NH 2 -4-Pyr 


H 2 N-(CH 2 ) 3 


55 


2-1888 


3-F-Ph 


2-NH 2 -4-Pyr 


MeNH-(CH 2 ) 3 
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Compound 
No. 


R' 


R 2 


R 3 




2-1889 


3-F-Ph 


2-NH2-4-Pyr 


EthlH-fCH^V* 




2-1890 


3-F-Ph 


2-NH 2 -4-Pyr 


Me^N-fCH?)* 


in 


2-1891 


3-F-Ph 


2-NH2-4-Pyr 


l-Azt-fCH->V» 




2-1892 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Pvrd-CCH-?^ 




2-1893 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Pip-fCH:?)* 




2-1894 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Mor-fCH*Vi 




2-1895 


3-F-Ph 


2-NH 2 -4-P>T 






2-1896 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Piz-fCH^ 


20 


2-1897 


3-F-Ph 


2-NH 2 -4-Pyr 


4-Me-l -Piz-fCH^* 




2-1898 


3-F-Ph 


2-NH 2 -4-Pyr 


3-Azt 




2-1899 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Azt 

* XTXW — ' ik^ii 


25 


2-1 900 


3-F-Ph 


2-NH 2 -4-Pyr 


3-Pyrd 




2-1901 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pvrd 




2-1902 


3-F-Ph 


2-NH 2 -4-Pyr 


4-Pip 


30 


2-1903 


3-F-Ph 


2-NH 2 -4-Pyr 


4-f3 4-deH-PiD^ 




2-1904 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Me-4-PiD 




2-1905 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Me-4-G 4-deH-Pio^ 


35 


2-1906 


3-F-Ph 


2-NH 2 -4-Pyr 


1-Piz 




2-1907 


3-F-Ph 


2-NH 2 -4-Pyr 


4-Me-l -Piz 




2-1908 


3-F-Ph 


2-NH 2 -4-Pyi 


4-Pvr 


40 


2-1909 


3-F-Ph 


2-NH 2 -4-Pyr 


3-Pvr 




2-1910 


3-F-Ph 


2-NH?-4-Pyr 


4-Pym 




2-1911 


3-F-Ph 


2-NH 2 -4-Pyr 


5-Pym 


45 


2-1912 


3-F-Ph 


2-NH 2 -4-Pyr 


3-Pyrd-CH 2 




2-1913 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pyrd-CH 2 




2-1914 


3-F-Ph 


2-NH 2 -4-Pyr 


4-Pip-CH 2 


50 


2-1915 


3-F-Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip-CH 2 




2-1916 


3-F-Ph 


2-NH 2 -4-Pyr 


2-Piz-CH 2 




2-1917 


3-F-Ph 


2-NH 2 -4-Pyr 


4-Pyr-CH 2 


55 


2-1918 


3-F-Ph 


2-NH 2 -4-Pyr 


3-Pyr-CH 2 
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Compound 

No. 


K 


K 


R 3 




2-1919 


3-F-Ph 


2-NH 2 -4-Pyr 


4-Pyni-CH 2 




2-1920 


3-F-Ph 


2-NH 2 -4-Pyr 


5-Pym-CH 2 


10 


2-1921 


3-F-Ph 


2-NH 2 -4-Pyr 


2-Pym-CH 2 




2-1922 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


H 2 N-(CH 2 ) 3 




2-1923 


3,4-diF-Ph 


2-Nll2-4-PyT 


MeNH-(CH 2 ) 3 


15 


2-1924 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


EtNH-(CH 2 ) 3 




2-1925 


3,4-diF-Ph 


2-NH 2 -4-PyT 


Me 2 N-(CH 2 ) 3 




2-1926 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


1-Azt-(CH 2 ) 3 


20 


2-1927 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


1-Pyrd-(CH 2 ) 3 




2-1928 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


1-Pip-(CH 2 ) 3 




2-1929 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


l-Mor-(CH 2 ) 3 


25 


2-1930 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


l-Tmor-(CH 2 ) 3 




2-1931 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


1-Piz-(CH 2 )3 




2-1932 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz-(CH 2 ) 3 


30 


2-1933 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


3-Azt 




2-1934 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Azt 




2-1935 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


3-Pyrd 


35 


2-1936 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pyrd 




2-1937 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-Pip 




2-1938 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-(3,4-deH-Pip) 


40 


2-1939 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip 




2-1940 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


l-Me-4-(3,4-deH-Pip) 




2-1941 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


1-Piz 


45 


2-1942 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-Me-l-Piz 




2-1943 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-Pyr 




2-1944 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


3-Pyr 


SO 


2-1945 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-Pym 




2-1946 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


5-Pym 




2-1947 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


3-Pyrd-CH 2 


55 


| 2-1948 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pyrd-CH 2 
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Compound 

No. 


R' 


R 2 


R 3 




2-1949 


3,4-diF-Ph 


2-NH 2 -4-Pyr 


T -A. ilJ A 2 




2-1950 


3,4-diF-Ph 


2-NH2-4-Pyr 




10 


2-1951 


3,4-diF-Ph 


2-NH2-4-Pyr 


2-Piz-CH«> 




2-1952 


3,4-diF-Ph 


2-NH ? -4-Pvr 


4-Pvr-CH-. 

* x jr 1 •V^i 12 




2-1953 


3,4-diF-Ph 


2-NH 2 -4-Pyr 




15 


. 2-1954 


• 3,4-diF-Ph 


2-NH 2 -4-Pyr 


4-Pvm-CH? n 




' 2-1955 


3,4-diF-Ph 


2-NH 2 -4-Pvr 


5-Pvm-CH^ 




= 2-1956 


| 3,4-diF-Ph 


2-NH 2 -4-Pyr 


2-Pvm-CH-> 

X Jill Vll^ 


20 


. 2-1957 


3-Cl-Ph 


2-NH 2 -4-Pyr 






2-1958 


3-Cl-Ph 


2-NH->-4-Pvr 


A»AwxxA* ^^AA 2 /3 




2-1959 


3-Cl-Ph 


2-NH?-4-Pvr 


xvU ill i\^AA 2 Jj 


25 


2-1960 


3-Cl-Ph 








2-1961 


3-Cl-Ph 


2-NH«>-4-Pvr 

^ X^X,X.^ ■ X. Jr X 


l -Azt-fTTI-tV. 




2-1962 


3-Cl-Ph 


2-NH?-4-Pvr 


l-Pvrd-fPH-»Y» 


30 


2-1963 


3-Cl-Ph 


2-NH 2 -4-Pvr 






2-1964 


3-Cl-Ph 


2-NH->-4-Pvr 

"» A ^ X. X^ t X. JI 


x ivnji ~\^^ii 2 1/3 




2-1965 


3-Cl-Ph 


2-NH->-4-Pvr 


i-i LLisJi -^rl2 /3 


35 


2-1966 


3-Cl-Ph 


2-NH:>-4-Pvr 






2-1967 


3-Cl-Ph 


2-NH 2 -4-Pyr 


4-Me- 1 -Piz-f CH-A, 




2-1968 


3-Cl-Ph 


2-NH 2 -4-Pyr 


3-Azt 


40 


2-1969 


3-Cl-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Azt 




2-1970 


3-Cl-Ph 


2-NH 2 -4-Pyr 


3-Pyrd 




2-1971 


3-Cl-Ph 


2-NH 2 -4-Pyr 


l-Me-3-Pvrd 


45 


2-1972 


3-Cl-Ph 


2-NH 2 -4-Pyr 


4-Pip 




2-1973 


3-Cl-Ph 


2-NH 2 -4-Pyr 


4-f3 4-deH-Pin* 




2-1974 


3-Cl-Ph 


2-NH 2 -4-Pyr 


l-Me-4-Pip 


50 


2-1975 


3-Cl-Ph 


2-NH 2 -4.Pyr 


l-Me-4-(3,4-deH-Pip) 




2-1976 


3-Cl-Ph 


2-NH 2 -4-Pyr 


1-Piz 




2-1977 


3-Q-Ph 


2-NH 2 -4-Pyr 


4-Mc-l-Piz 


55 


2-1978 


3-Cl-Ph 


2-NH 2 -4-Pyr 


4-Pyr 



202 

BNSDOCID. <EP 1243569A1_I_> 



EP 1 243 589 A1 



5 


Compound 

No. 


R l 


R 2 


R 3 




*S 1 OTA 

2-1979 




7 XTTJ _j! Pvrr 


^ Pur 

^-ryr 




2-1980 




o XTT4 _A p%rr 


A P* rrr\ 

*r-ryiii 


10 


2-1 Vol 






^-rym 




2-1982 




0 XTTJ zip,-. 


7 Pvn-/1 r^T-r. 
^ -x yro-\_.ri2 




2-iyoo 




O XTTJ AT>\rr 

J. -in ri2 "4- r yr 


l -ivieo-r yru-v^ri2 


15 


^ 1 dOA 

2-19o4 


i r*\ pu 


7 XTTJ 4 Pvw 


^t>-rip-iwXi2 




2-1985 


3-d-rn 


O XTTJ _/1 Pxrr 


l -lYie-^-r ip-L^ri2 








0 XTTJ -A Pvfr 


7 Pi? r*Tj, 


20 


2-1987 


■a r^i pv. 


O XTTJ >1 "Di ^ 


A T>xrr PTJ 

**-ryr-u.ri2 




2-1 Voo 


1 PI PV* 


0 XTTJ 4 Pvrr 


-2 P«_ pTJ^ 

-j-x yr-v^ri2 




2-1989 




7 XTTJ _2l Pw 

x - in ri2"^"r yr 


^ryiTi-^ri2 


25 


1 1 AAA 

2-1990 




9 XTTJ _A Pi/r 


3-rym-L>rl2 




2-iyy i 


i r*i pu 


0 XJTJ 4. P<vrr 

X -IN J12 -"KT yr 


7-Pvrm r^H-. 

x-rym-v«.ri2 




2-iyy2 


pu 


x -ivieiN ri-*f -r yr 




30 


2-iyyj 


PU 1 

rn 


9 \>f*»XTTJ A Pirr 


ivi e JN ri *\ \-*xi2 




O 1 ACM 

2- 1 y >4 


PU 


O X>T«XTTJ_^l J>\rr 

2-JvieiNii-4-ryr 


PtXTLI /fijr V 




2-iyyj 


rti 


7 XyT^XTTJ A P\rr 

z-ivieiNri-4-ryr 


IVlCiJN -^l^ri273 


35 


7 1 OQ£ 

2- 1 yyo 


PK 

rn 


z-JVicxNxi-*f-ryr 


1 -«rVZl-\ xl2 J3 




O 1 OIV7 


pu 
rti 


7 \X*»XTT-J /l Pvrr 

x- ivi eiN ri -r yr 


1 PvrH /T , TJ^\^ 

i -ryra-^r^ /3 




2-iyyo 


pu 
rn 


z-MeiNri-4-ryr 




40 


7 1 OQO 


PU 


O \jf «,XTTJ A Pvtt- 

z-iviciNxi-^f-ryr 


1 _!V/1fM--f'PTJ^U ! 

i -ivior-^\^rx2^3 






PVi 


x- jvi eiN n -*h r yr 


i-i mux -^v_-rx2y3 




9-7001 


Ph 
rn 


x-ivici>n.-*r-x yi 


1 x xz,-^v^xx-2 y3 


45 




rn 


7 MpMHXPvt 
x -ivi cin n -*r- x yr 


*r-jvic- 1 ri£^v^n2/3 




7 700^ 


PK 

rn 


O XX^XTU ^ _P^rr» 

x-jviciNri-^f-i yr 






2-2004 


Ph 


2-MeNH-4-Pvr 


l-Me-3-Azt 

X 1T1W mJ Aid tK 


50 


2-2005 


Ph 


2-MeNH-4-Pyr 


3-Pyrd 




2-2006 


Ph 


2-MeNH-4-Pyr 


l-Me-3-Pyrd 




2-2007 


Ph 


2-MeNH-4-Pyr 


4-Pip 


55 


2-2008 ' 


Ph 


2-MeNH-4-Pyr 


4-(3,4-deH-Pip) 
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O 


Compound 

no. 


R 1 


R 2 


R 3 




2-2009 


Ph 


2-MeNH-4-Pvr 


1 -Me-4-Prn 




2-2010 


Ph 


2-MeNH-4-Pvr 


1 -It aw 1 ^JjfUCil A A H/ 


in 
1 u 


2-2011 


Pb 


2-MeNH-4-Pvr 

^ AvAwA^AA ■ ATA 


1-Piz 

X A A«* 




2-2012 


Ph 


2-MeNH-4-Pvr 

^ A fiwl ~ X A\ V X j A 


4-Me.l-Pir 

•T-1VJ.C- J "lU, 




2-2013 


Ph 


2-MeNH-4-Pvr 


4-Pvr 


15 


2-2014 


Ph 


2-MeNH-4-Pvr 






2-2015 


Ph 


2-MeNH-4-Pvr 


4.Pvrri 




2-2016 


Ph 


2-MeNH-4-Pvr 

^» **X%rA ^ A r X ¥* 




on 


2-2017 


Ph 


2-MeNH-4-Pvr 






2-2018 


Ph 


2-MeNH-4-Pvr 


1 UpO PvrrH pu. 




2-2019 


Ph 


2-MeNH-4-Pvr 


A*-Piri-.P*M» 


OR 


2-2020 


Ph 


2-MeNH-4-Pvr 


J -ivie-*r-r^ip-L^il2 




2-2021 


Ph 


2-MeNH-4~Pvr 






2-2022 


Ph 


2-MeNH-4-Pvr 


4-Pvr.n-f^ 




2-2023 


Ph 


2-MeNH-4-Pvr 


A-Pvrr-PT-T-* 

^ * yr— v^n.2 




2-2024 


Ph 


2-MeNH-4-Pvr 


*t-r yiu- v^n.2 




2-2025 


Ph 


AV 1 »X &A 111 1 Jrl 


j-r ym-i^ri2 




2-2026 


Ph 


2-MeNH-4-Pvr 


9-Pvm-PH, 




2-2027 


4-F-Ph 


2-MeNH-4-Pvr 


112*^ VV**2/3 




2-2028 


4-F-Ph 


2-MeNH-4-Pvr 


iviwi^i n — ^ v^n273 


40 


2-2029 


4-F-Ph 


2-MeNH-4-Pvr 

A> *TAWATA.A^^T J T» 


A-fii^xx-^v^Ai2/3 




2-2030 


4-F-Ph 


2-MeNH-4-Pvr 


i vi C2 1 >* 2/3 




2-2031 


4-F-Ph 


2-MeNH-4-Pvr 


1 VTLtl-^V^lA2 /3 


45 


2-2032 


4-F-Ph 


2-MeNH-4-Pvr 

•» 4'lvi ill « ATA 


l-PvrH-fCT-T-. 




2-2033 


4-F-Ph 


2-MeNH-4-Pvr 

«ta ATA Wl 111 I A Yl 


i-rip-vv^n2j3 




2-2034 


4-F-Ph 


2-MeNH-4-Pyr 


l-Mor-(CH2)3 


50 


2-2035 


4-F-Ph 


2-MeNH-4-Pyr | 


l-Tmor-(CH 2 ) 3 




2-2036 


4-F-Ph 


2-MeNH-4-Pyr 


1-Piz-(CH 2 ) 3 




2-2037 


4-F-Ph 


2-MeNH-4-Pyr 


4-Me-l-Piz-(CH 2 )3 


55 


2-2038 


4-F-Ph 


2-MeNH-4-Pyr 


3-Azt 
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5 


Compound 

No. 


R 1 


R 2 


R 3 






A-F Ph 


2-MeNH-4-Pvr 1 


l-Me-3-Azt 




9 OC\AC\ 


4-F-Ph 

*T F 111 


2-MeNH-4-Pvr 


3-Pyrd 


10 


9 9A41 


A-F-Ph 


2-MeNH-4-Pvr 


l-Me-3-Pvrd 




9 9fL19 




2-MeNH-4-Pvr 


4-Pip 




9 1f\A1 


*r-r -x ii 


2-MeNH-4-Pvr 
x~iviwi>x i-^t-i yi 


4-C3 4-deH-PiD) 


15 


9 ~>C\AA 


A v pu 


2-MeKH-4-Pvr 

^-XVlCx>Xl-*t~i jr I 


1 -Me-4-Pin 

1 1"1W ~ A 1U 




9 9fiA< 


zip pk 


9-Mf»>JH-4-Pvr 
x-rvid^n-^-r yi 


1 -Me-4-f3 4-deH-Pio i 






4-F-Ph 

*T^P X 11 


X"*lVlCl\XT"*T~X J I 


1-Piz 


20 




4~F-Ph 


7-MeMH-4-Pvr 

■X"1VXC-1.>X 1~*T"*X ^ A 


4-Me-l-Piz 






*r-P-x 11 


^~lYAvINlX~*t X ^1 


4-Pvr 








x lviwixi x '"t x yi 


3-Pvr 


25 




4-F-Ph 


2-MeMH-4-Pvr 

_ iviwlNix ~*1 ■ i y 1 


4-Pvm 

1 1 1X1 






A P.Ph 

*r-r ~x 11 


2 - MeNH4-P vr 

X. "XVI W J ^t± 1 ~ T 1 VI 


5-Pym 




9 9fK9 


A-F-Ph 


2-MeNH-4-Pvr 


3-Pvrd-CH^ 


30 




4-F-Ph 


2-MeNH-4-Pvr 

4~ IVlwl 'ill X jrl 


l-Me-3-Pvrd-CH5 






4-F-Ph 


2-TvfeNH-4-Pvr 


4-Pid-CH^ 

< 1 11/ wil^ 




9 9ft^5 


AJF Ph 


2 .Mp >JH-4-P vr 

X -lViCI N XX ~*T X 1 


1 -Me-4-Piry-CH-> 

l xviw t x ii>/ V— ' 1 12 


35 




A-F-Ph 


2-MeNH-4-Pvr 

X-*Jvx&lTtXX "T 1 Jri 


2-Piz-CH? 




9 9fK7 


A F-Ph 
^r-r -x n 


2 -MeNH -4-P vr 

^ Xvicx^xrx^T r jri 


4-Pyr-CH2 






A-F-Ph 


2-MeNH-4-Pvr 


3-Pyr-CH 2 


40 


9-9059 


4-F-Ph 


2-MeNH-4-Pvr 


4-Pvm-CH? 




9.9060 


A-F-Ph 


2-MelMH-4-Pvr 

<fc lVlWllll~T X JTl 


5-Pvm-CHo 

mJ * Till V_*4.1^ 






4-F-Ph 

"T~l X IX 


2-MeNH-4-Pvr 


2-Pvm-CH? 

» — > Jill Vi 


45 


2-2062 


3-F-Ph 

J X A 11 








2-206 4 * 


VF-Ph 
D x 1 u 


2-MeNH-4-Pvr 

^ IVIwi ^1 11™ 1 jri 


MeNH-fCH-)^ 

iTiviiii ^vii^yj 




2-2064 


3-F-Ph 


2-MeNH-4-Pyr 


EtNH-(CH 2 )3 


50 


2-2065 


3-F-Ph 


2-MeNH-4-Pyr 


Me 2 N-(CH 2 ) 3 




2-2066 


3-F-Ph 


2-MeNH-4-Pyr 


1-Azt-(CH 2 ) 3 




2-2067 


3-F-Ph 


2-MeNH-4-Pyr 


1-Pyrd-(CH 2 ) 3 


55 


2-2068 


3-F-Ph 


2-MeNH-4-Pyr 


1-Pip-(CH 2 ) 3 
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5 


Compound 

No. 


R 1 


R 2 


R 3 




2-2069 


3-F-Ph 


2-MeNH-4-Pyr 


l-Mor-fCHO? 




2-2070 


3-F-Ph 


2-McNH-4-Pyr 


l-Tmor-fCH^ 


10 


2-2071 


3-F-Ph 


2-MeNH-4-Pyr 


1-Piz-fCH^ 




2-2072 


3-F-Ph 


2-MeNH-4-Pvr 


^"iviw" x —xr XX— A *2/3 




2-2073 


3-F-Ph 


2-MeNH-4-Pvr 

• A*AWA1AA 1 A T* 


3_ Art 


15 


2-2074 


3-F-Ph 


2-MeNH-4-Pyr 






2-2075 


3-F-Ph 


2-MeNH-4-Pvr 


3-Pvrd 

XT J 1U 




2-2076 


3-F-Ph 


2-MeNH-4-Pvr 


l-Me-3-Pvrd 

X XTXW mJ A Jf I \A 


20 


2-2077 


3-F-Ph 


2-MeNH-4-Pvr 


4-Pip 




2-2078 


3-F-Ph 


2-MeNH-4-Pvr 


4-C3 4-deH-Pio) 




2-2079 


3-F-Ph 


2-MeNH-4-Pvr 


l-Mc-4-PiD 

A A v A W '¥ A ■it' 


25 


2-2080 


3-F-Ph 


2-MeNH-4-Pvr 


l-Me-4-(3 4-deH-Pirri 




2-2081 


3-F-Ph 


2-MeNH-4-Pvr 

4» AVI VX ili* » X Y* 


1-Piz 




2-2082 


3-F-Ph 


2-MeNH-4-Pvr 


4-Me-l-Piz 

• I'lW X A i£- 


30 


2-2083 


3-F-Ph 


2-MeNH-4-Pvr 

A» 1 IJ VI l A A i A Tl 


4-Pvr 




2-2084 


3-F-Ph 


2-MeNH-4-Pvr 


3-Pvr 




2-2085 


3-F-Ph 


2-MeNH-4-Pvr 


4-Pvrn 


35 


2-2086 


3-F-Ph 


2-MeNH-4-Pvr 


5-Pym 




2-2087 


3-F-Ph 


2-MeNH-4-Pyr 


3-Pvrd-CH7 

ATA fcA A A^ 




2-2088 


3-F-Ph 


2-MeNH-4-Pyr 


l-Me-3-Pvrd-CH-> 


40 


2-2089 


3-F-Ph 


2-MeNH-4-Pyr 


4-PiD-CH') 




2-2090 


3-F-Ph 


2-MeNH-4-Pyr 






2-2091 


3-F-Ph 


2-MeNH-4-Pyr 


2-Piz-CH? 


45 


2-2092 


3-F-Ph 


2-MeNH-4-Pyr 


4-Pyr-CH 2 




2-2093 


3-F-Ph 


2-MeNH-4-Pyr 


3-Pyr-CH 2 




2-2094 


3-F-Ph 


2-MeNH-4-Pyr 


4-Pym-CH 2 


50 


2-2095 


3-F-Ph 


2-MeNH-4-Pyr 


5-Pym-CH 2 




2-2096 


3-F-Ph 


2-MeNH-4-Pyr 


2-Pym-CH 2 




2-2097 


3,4-diF-Ph 


2-MeNH-4-Pyr 


H 2 N-(CH 2 )3 


55 


2-2098 


3,4-diF-Ph 


2-MeNH-4-Pyr 


MeNH-(CH 2 ) 3 
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5 


Compound 

No. 


R 1 


R 2 


R 3 




2-2099 


-2 y< AW DU 


z-JMeiNri-4-jryT 


n tiN n - v vii] j 3 




2-2100 


1 A AW T>U 

3, 4- air -rtl 


z - mers ri -4 - ir yr 


JVI C2 IN - J12 /3 


10 


2-2 101 


3,4-Qir-rn 


9 "M^XTU-A Pvrr 

z - jvicrN n -4-jr yr 


1 A -rt-ZTT-T-i i-> 
J -/\Z.l~\\^ri2j3 




2-2 1 U2 


1 A AW PK 


9 \yfoXTJ_A T>\rr 

z - JMCIN rl-4 - Jr yr 


a -jryrQ-^v^ri2 ^3 




991 n** 

Z-Z 1 U J 




9 XA*»XJT-I_A Pvrr 

z - jvierx ri -4 -r yr 


1 -Pin-^PH-* i-j 


15 


9 91 AA 
Z-Z 1U4 


1 A /I^P PVi 

A,#-air-jrn 


9 \A^KTW_A-Pvrr 

z - jvieiN xi-4- Jr yr 


1 -ivi.ui-y\^ri2/3 ^ 




o 91 a< 
2-2 IOj 


3,4-air -Jrn 


z - ivie iNri-4- jr yr 


j - 1 iuor- v v_*ri2/3 




0 *> 1 A#£ 

2-2 1 00 


3,4-Qir-rn 


z- jvicJNjn-4- jr yr 




20 


2-2 1 07 


i a aw du 


z-MejNri-4-ryr 


A M*» 1 .Pi^./T I H^\, 




2-210o 


3,4-air-rn 


z - jvi e i\ri -4- r yr 


1. A «yf 




2-2 ioy 


*2 A AW PK 


z-JMciNxi -4-r yr 


i -ivie-^-Azi 


25 


2-2110 


3,4-air-lrn 


z - jvi e jn ri -4-.r yr 


^ X>\rrA 

j-ryro 




i *>i i 1 
2-2 111 


3 ,4-Qlr -Jrn 


9 X/4 aKII-I _A P\/r 

Z - m cJN ri -4--ir yr 


i -ivie - ^> - r yru 


- 


2-21 12 


1 A AW PVi 


9 \yIoXJW_A Pvrr 

z - jvi e in ri -4 - Jr yr 


A Pin 

4-Jrip 


30 


2-21 1 j 


1 A AW PVi 

3/f-Qir-rn 


9 K4A>JT4«A-P\7r 

z • JYi gin n "4- ryr 


A-CX A-H^H-Pini 
H- v J j^T-vlCil-r ip ) 




2-21 14 


1 A- AW PVi 

3,4-air-Jrn 


9 K/f*»TJT4-A Pvrr 

z -ivie in ri -4-jr yr 


1 \jfa_ A Pi rt 

1 -jvie-4-r lp 




0 OIK 
2-2 1 1 D 


j,4~uir -Jrn 


9 \A aKTH A Pvr 

z - jvi c jn n -4- jryr 




35 


Z-Z 1 I O 


o vLHip.pk 

3,4-Qir*Jrn 


9 H -A-P vr 

z • jvieiN n -*+-x yr 






0 0117 

Z"Z 11/ 


1 A HiP PV» 


9 Nyff*MW A Pvr 

z -ivieiN n -4 - r yr 


A-Mp-1 -Pit 




O Ol Ifi 
2-2 115 


1 A-AW Ph 
j,4-uir-Jrn 


z -iviciN n -H-r yr 


*t-r yr 


40 


o 0110 

Z-Z 1 1 ^ 


1 A-HiP-Ph 


z -iviciN n-^r -r yr 


^•r yr 




0 919A 
2-2 1 ZU 


1 A^/liP PVi 


9 X/JVNJTJ-A-Pvrr 


A_Pvrm 

*»-r yxn 






-2 A-HiP-PH 

o,4-air-jrn 


9-K>T^>JT-r-A-P\rr 

z-jyieiNn-4-ryT 


^-r yiii 


45 


9 9199 

Z"Z 1 ZZ 


*3 A-/1iP-PVi 
J ,4-QlJr i n 


9 \yf^>JT4-A-Pvr 
z - jvieiN n -^t- r yr 


^-PvrH-PHn 
^•ryru-v^n.2 




9 919"* 
Z-Z 1 


^ A_/«iP PVi 


9 \yf#*XJH_A P\rr 
z -ivieiM n-4- r yr 


i -jvic- j-ryru-v^n.2 




2-2124 








50 


2-2125 


3,4-diF-Ph 


2-MeNH-4-Pyr 


l-Me-4-Pip-CH 2 




2-2126 


3,4-diF-Ph 


2-MeNH-4-Pyr 


2-Piz-CHj 




2-2127 


3,4-diF-Ph 


2-McNH-4-Pyr 


4-Pyr-CH 2 


55 


2-2128 


3,4-diF-Ph 


2-MeNH-4-Pyr 


3-Pyr-CH 2 
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5 


Compound 

]>o. 


R 1 


R 2 


R 3 




2-2 1 29 


3 4-diF-Ph 


2-MeNH-4-Pvr 

X. X V X w J. ^1 X X ' X jri 


TTyiu-^,ri2 






3 4-diF-Ph 




-^x yiu-^ 1x2 


10 


2-2131 


3 4-diF-Ph 


2-MeNH-4-Pvr 


x yill V^xx2 




^132 


3-Cl-Ph 


2-MpNTH-4-Pvr 

X-lviCx>i II-**- x jri 


rl2xN-^xl2>3 




2-2133 


3-Cl-Ph 


2-MeNH-4-Pvr 

* IVAwX^XX.— T— X VI 


ivi ci>i Xx -^n 2 y 3 


7 D 


2-2134 


3-Cl-Ph 


2-MeNH-4-Pvr 


x_>ii^x x-^v^ix2 ^3 




2-2135 


3-Cl-Ph 


2-MeNH-4-Pvr 


ivi C2 ix - ^vii2 / 3 




2-2136 


3-Cl-Ph 




i will ^Vrfii2 ) 3 




2-2137 


3-Cl-Ph 


xvxcx.^ixx— *T X ^i 






2-2138 


3-Cl-Ph 


2-MeNH-4-Pvr 

— i»xwiiii- — t— x y i 


i -x ip-^v^xx2/3 




2-2139 


3-Cl-Ph 


X. IVX&I^IXX— *T— X jrl 


1 -xVlOI -\v^ri2/3 




2-2140 


3-Cl-Ph 


X-xVxClNxl— *r-x 


i - 1 rnor-^^ri2 /3 




2-2141 


3-Cl-Ph 


2-M eNK-4-Pvr 

«*. xvxwx^ixx— ■▼— x VI 


1 -PiT-iT"!-!.,^ 
1 -x 12-^x^X1273 




2-2142 


3-Cl-Ph 




*T-xVic- a -nz-^v^ri2/3 




2-2143 


3-Cl-Ph 

J >— ' 1 X XI 


.£.— xVI Cl>i XX — *r-x y I 






2-2144 


3-Cl-Ph 




1 \>f*» ^ xWf 




2-2145 


3-Cl-Ph 




^>-x yru 




2-2146 


3-Cl-Ph 


2-MelSTH -4-Pvr 
^— x vx wi > xTi. — *t— x y i 


i -lvieo-.r yra 




2-2147 


3-Cl-Ph 


-IVX CIN XI *r— lr J 


A Pin 




2-2148 


3-Cl-Ph 


2-MeNH-4-Pvr 

X> w lVlVl ^IXX— T— X jrl 


A./' 7 A_H*»T-T-Pi<n i 
«f-\ jj't-ucn-rip J 




2-2149 


3-Cl-Ph 


2-MeNH-4-Pvr 
*. ivici\ii _, t x yi 


1 o_ /< Pin 

i ivie-~*T-x ip 




2-2150 


3-Cl-Ph 


2-MeMH-4-Pvr 

^- ivi cji(n"*r"ryi 


i -ivie-*f-^3 ,**—Oerl-r^ip J 




2-2151 


3-Cl-Ph 


2-MeNH-4-Pvr 

a> iTiwj in— T-i yi 


X 'IT lit 


45 


2-2152 


3-Cl-Ph 




A-\Ae--\ -Pi -7 
*r— ivic- 1 -nz 




2-2153 


3-Cl-Ph 


2-MeNH-4~Pvr 

X. IVXwi ^IXX" "V— X Jrl 


*+•! yi 




2-2154 


3-Cl-Ph 


2-MeNH-+-Pyr 


3-Pyr 


50 


2-2155 


3-Cl-Ph 


2-MeNH-4-Pyr 


4-Pym 




2-2156 


3-Cl-Ph 


2-MeNH-4-Pyr 


5-Pym 




2-2157 


3-Cl-Ph 


2-McNH-4-Pyr 


3-Pyrd-CH 2 


55 


2-2158 


3-Cl-Ph 


2-MeNH-4-Pyr 


l-Me-3-Pyrd-CHj 



BNSDOCID: <EP 1243569A1 J_> 



208 



EP 1 243 589 A1 





Compound 


R' 


R 2 


R 3 


5 


No. 










7 7 1 

2-2137 


J vi rii 


^ iTlWl^lA-* T * J"* 


4-Pip-CH 2 1 




2-2 lOU 


^-Pl-Ph 

.>-v_.r\rii 


2*-MeNH-4-Pvr 

^"lrlwl^lll^^ X jrl 


l-Me-4-Pip-CH 2 


10 


7 7 1 

2-2 101 




2-MeNH-4-Pvr 


2-Piz-CH 2 




2-2 1 o2 




2-MeNH-4-Pvr 


4-Pyr-CH 2 




7 71£1 
2-2 1 O J 




2-MeNH-4-Pvr 


3-Pyr-CH 2 


15 


2-2 10*t 




2-MeNH-4-Pvr 


4-Pym-CH 2 




7 71 

2-2103 




9 -M vr 

^""IVld^lll^T X JT* 


5-Pvm-CH 2 




7 71 
2-2 1 OO 


^ PLPh 


2-MeNH-4-Pvr 

^ IVAwl^XA^^ X J>* 


2-Pym-CH 2 


20 


7 71 i£7 

2-2 10/ 




A»Pvm 

■* i All 


H 2 N-(CH 2 ) 3 




2-2105 


Ph 


4-Pvm 


MeNH-(CH 2 )3 




2-2 ioy 


PVi 


4-Pym 


EtNH-(CH 2 ) 3 


25 


2-2 17U 


PV* 


*t X jrlll 


Me 2 N-(CH 2 ) 3 




2-2 1/1 


■* *i 


•t a y lit 


1-Azt-(CH 2 ) 3 




7 7 1 TO 

2-2 1/2 


PV> i 


*r— x ym 


1-Pyrd-(CH 2 )3 


30 


2-21 /O 


PVi 


4-Pvm 

1 A Jill 


1-Pip-(CH 2 )3 I 




2-2 1/4 


PVi 


•r— x ym 


l-Mor-(CH 2 )3 




7 7 1 7^ 
2-21 / J 


PVi 


A- Pvm 


l-Tmor-(CH 2 >3 


35 


2-X I/O 


Ph 


4- Pvm 

' a ym 


1-Piz-(CH 2 ) 3 




2-2 1 / / 


PVi 


4-Pvm 

^ i y in 


4-Me-l-Piz-(CH2)3 




9 717R 


Ph 


4-Pym 


3-Azt 


40 


o 71 70 
2-21 /? 


Ph 

x n 


4-Pvm 

i i ym 


l-Me-3-Azl 




771 OA 
2-2 loU 


Ph 


4-Pym 


3-Pyrd 




1 O 1 


Ph 


4-Pym 


l-Me-3-Pyrd 


45 


7.9 1R7 


Ph 


4-Pym 


4-Pip 




1 O J 


Ph 
i ii 


4-Pym 


4-(3,4-deH-Pip) 




2-2184 


Ph 


4-Pym 


l-Me-4-Pip 


SO 


2-2185 


Ph 


4-Pym 


l-Me-4-(3,4-deH-Pip) 




2-2186 


Ph 


4-Pym 


1-Piz 




2-2187 


Ph 


4-Pym 


4-Me-l-Piz 


55 


'2-2188 


Ph 


4-Pym 


4-Pyr 
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Compound 
No. 


R 1 


R 2 


R 3 




2-2189 


Ph 


4-Pym 


->-ryr 




2-2190 


Ph 


4-Pym 




10 


2-2191 


Ph 


4-Pym 


5-Pvm 

•/ 1 J 111 




2-2192 


Ph 


4-Pym 


-3— i yTU-^Xi2 




2-2193 


Ph 


4-Pym 




15 


2-2194 


Ph 


4-Pym 


4-Pin-PH-, 




2-2195 


Ph 


4-Pym 






2-2196 


Ph 


4-Pym 




20 


2-2197 


Ph 


4-Pym 


.d-PvT-PP- 




2-2198 


Ph 


4-Pym 


o-sr yr-v^xi2 




2-2199 


Ph 


4-Pym 


4-Pvm-PT-U 

*r-i ym-^.ri2 


25 


2-2200 


Ph 


4-Pym 


•>--rym-V-,ri2 




2-2201 


Ph 


4-Pym 


9-Pvm PT-I 




2-2202 


4-F-Ph 


4-Pym 




30 


2-2203 


4-F-Ph 


4-Pvm 

Jill 


ivi CIN JE1 l^rl2/3 




2-2204 


4-F-Ph 


4-Pym 






2-2205 


4-F-Ph 


4-Pym 


lYlC2l>l-v k V-ri2 /3 


35 


2-2206 


4-F-Ph 


4-Pym 


1 - Art-/PR-»V* 
l --rV2.l-\^Xl2 j3 




2-2207 


4-F-Ph 


4-Pym 


1 -PvrH-/T , 'W.\. 
* * yru-^^ri2/3 




2-2208 


4-F-Ph 


4-Pym 


1 -Pm-fPT-T^, 
l -r ip-^ri2/3 


40 


2-2209 


4-F-Ph 


4-Pym 


1 .Mnr-/PR~V 




2-2210 


4-F-Ph 


4-Pym 


1-Ttnnr /PU \ 

j - 1 nior-^^ri2/3 




2-221 1 


4-F-Ph 


4-Pym 




45 


2-2212 


4-F-Ph 


4-Pym 






2-2213 


4-F-Ph 


4-Pym 






2-2214 


4-F-Ph 


4-Pym 


l-Me-3-Azt 


SO | 


2-2215 


4-F-Ph 


4-Pym 


3-Pyrd 




2-2216 


4-F-Ph 


4-Pym 


l-Me-3-Pyrd 




2-2217 


4-F-Ph 


4-Pym 


4-Pip 


55 


2-2218 


4-F-Ph 


4-Pym 


4-(3,4-deH-Pip) 
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5 


Compound 

No. 


R 1 


R 2 


R 3 




2-2219 


4-F-Fn 


4-rym 


i -ivic *t rip 




2-2220 


4-F-Pn 


4-rym 


1 -xvic-*f-^,4-ucn-r ijj^ 


10 


2-2221 


4-F-Pn 


4-rym 


1 Pi 7 




2-2222 


4-F-Pn 


4-rym 


4-ivie- i -nz 




2~2223 


4-F-Pn 


A T> i ... , 

4-Pym 


4-ryr 


15 


2-2224 


4-F-Pn 


4-rym 


->-ryr 




2-2225 


4-F-Pn 


4-Pym 


4-rym 




2-2226 


4-F-Pn 


4-rym 


j-rym 


20 


2-2227 


4-F-Pn 


4-rym 


3-ryrG-v^rl2 




2-ZZlo 


/I XT DU 

4-r-rn 


4-rym 


i -ivieo-ryru-v^ri2 




2-2229 


4-r-rn 


4-rym 


4-rip-L-«ri2 j 


25 


2-2230 


4-F-Fn 


4-rym 


i -iwe-4-r ip-v^ri2 




2-2231 


4-F-Pn 


4-rym 


Z-riz-v^ri2 




2-2232 


4-F-Pn 


4-rym 


A Piir 

4-ryr-v^ri2 


30 


2-2233 


4-F-Pn 


4-rym 


^-ryr-v^ri2 




2-2234 


4-F-Pn 


4-rym 


4-r yro-v^ri2 




2-2235 


4-F-Pn 


4-rym 


3-i ym-v_>ti2 


35 


2-2236 


a t? TIL 

4-r-Pn 


4-rym 


z-rym-v^ri2 




2-2237 


3-r-Pn 


4-rym 


ri2iN-^ri2>3 




2-2238 


i-r-Pn 


4-rym 


xviciN n-^v^n2 /3 


40 


2-2Z3V 


3-r-Pn 


4-rym 


x-fU.> ri v-X12 /3 




2-2240 


3-r-Fn 


4-rym 


ivie2iN-^v_^xT2y3 




Z-2Z41 


3-r-rn 


4-rym 


i -/V6i-\ k ^ri2 /3 


45 




3-r-rn 


4-rym 


i -r yrQ-^v^n273 




Z-Z243 


1 IT DU 


4-rym 


i-rip-vwn.2j3 




2-2244 


3-F-Ph 


4-Pym 


l-Mor-(CH2>3 


50 


2-2245 


3-F-Ph 


4-Pym 


l-Tmor-(CH 2 )3 




2-2246 


3-F-Ph 


4-Pym 


1-Piz-(CH2)3 




2-2247 


3-F-Ph 


4-Pym 


4-Me-l-Piz-(CH 2 ) 3 


55 


2-2248 * 


3-F-Ph 


4-Pym 


3-Azt 
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5 


Compound 

No. 


R 1 


R 2 


R 3 




2-2249 


3-F-Ph 


4-Pym 


i 1 1 1C j ~r\JL L 




2-2250 


3-F-Ph 


4-Pym 


3-Pvrri 


10 


2-2251 


3-F-Ph 


4-Pym 


i -ivic *o -x yi u 




2-2252 


3-F-Ph 


4-Pym 


4-Pin 




2-2253 


3-F-Ph 


4-Pym 


4-H 4-H*»H Pin\ 


15 


2-2254 


3-F-Ph 


4-Pym 


i -ivic-*f-rip 




2-2255 


3-F-Ph 


4-Pym 


i-ivic-*f-^3,*f-aeri-fip j 




2-2256 


3-F-Ph 


4-Pym 


1 r 1Z 


20 


2-2257 


3-F-Ph 


4-Pym 


v4 i p:~ 




2-2258 


3-F-Ph 


4-Pym 


4-Pvr 




2-2259 


3-F-Ph 


4-Pym 




25 


2-2260 


3-F-Ph 


4-Pym 


4— Pvrm 

t-jryiii 




2-2261 


3-F-Ph 


4-Pym 


S-Pvm 




2-2262 


3-F-Ph 


4-Pym 




30 


2-2263 


3-F-Ph 


4-Pym 


i -ivic-j-i'yTu-^ri2 




2-2264 


3-F-Ph 


4-Pym 


4-Pin PH. 

**-x ip-v-.ri2 




2-2265 


3-F-Ph 


4-Pym 


1 1V1C— ^r—j I p-V^, il n 


35 


2-2266 


3-F-Ph 


4-Pym 






2-2267 


3-F-Ph 


4-Pym | 


4-Pyr-CH 2 




2-2268 


3-F-Ph 


4-Pym j 


3-Pyr-CH 2 ! 


40 


2-2269 


3-F-Ph 


4-Pym 


4-Pym-CH 2 




2-2270 


3-F-Ph 


4-Pym 


5-Pym-CH 2 




2-2271 


3-F-Ph 


j 2-Pym-CH 2 


45 


2-2272 


3,4-diF-Ph 


4-Pym 


H 2 N-(CH 2 ) 3 




2-2273 


3,4-diF-Ph 


4-Pym 


MeNH-(CH 2 ) 3 




2-2274 


3,4-diF-Ph 


4-Pym 


EtNH-(CH 2 ) 3 


SO 


2-2275 


3,4-diF-Ph 


4-Pym 






2-2276 


3,4-diF-Ph ! 


4-Pym 


1-Azt-(CH 2 >3 




2-2277 


3,4-diF-Ph 


4-Pym 


1-Pyrd-(CH 2 ) 3 j 


55 


2-2278 


3,4-diF-Ph 


4-Pym 


l-PilKCH^, 
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Compound 


R 1 


R 2 


R 3 


5 


No. 










2-2279 


3,4-diF-Ph 


4-Pym 


i -ivior-^v^n2/3 




2-2280 


3,4-diF-Ph 


4-Pym 


1 - 1 IHOr*^n.2;3 


10 


2-2281 


3,4-diF-Ph 


4-rym 


i-riz-^n.2^3 




2-2282 


3,4-diF-Ph 


yi TV. , 

4-Pym 






2-2283 


3,4-diF-Pn 


A T>. r,-.-. 

4-rym 


j— A-ci 


15 


2-2284 


3,4-diF-Ph 


4-rym 






2-2285 


3,4-diF-Ph 


4-rym 






2-2286 


3,4-diF-Ph 


4-rym 


x — 1Y1C--7 -r vi 


20 


2-2287 


3,4-diF-Ph 


4-rym 


*t— rip 




2-2288 


3,4-diF-Ph 


4-Pym 


*f-^»^-u.cri-ripy 




2-2289 


3,4-diF-Ph 


4-Pym 


1 \/Tft /f Pin 


25 


2-2290 


3,4-diF-Ph 


4-Pym 






2-2291 | 


3,4-diF-Ph 


4-Pym 


1-rlZ 


.. 


2-2292 


3,4-diF-Ph 


4-Pym 


J.-\/ff».1 -Pit 
*t— ivic- 1 — r ix 


30 


2-2293 


3,4-diF-Ph 


4-Pym 


^f-ryr 




2-2294 


3,4-diF-Ph 


4-rym 


^-r 




2-2295 


3,4-diF-Ph 


4-Pym 


A_P\rm 




35 


2-2296 


3,4-diF-Ph 


4-rym j 


^_Pvrm 




2-2297 


3,4-diF-Ph 


4-Pym 


.5-ryra-^n2 




2-2298 


3,4-diF-Ph 


4-rym 


1 JMp-^-PvrrUPH-i 
l -jvic-j> -r y i u- v>xi-2 


40 


2-2299 


3,4-diF-Ph 


4-rym 


*♦— r ip"vn2 




2-2300 


3,4-diF-Ph 


4-rym 


l -iv*c-*r r ip wxjl2 




2-2301 


3,4-diF-Ph 


4-rym 




45 


2-2302 


3,4-air-Pii 


4-Pym 


*r-r y i -wax 2 




2-2303 


3,4-diF-Ph 


A T%m IBM. 

4-Pym 


j-ryr-u.ri2 




7-7^04 


^ 4-diF-Ph 


4-Pym 


4-Pym-CHj 


50 


2-2305 


3,4-diF-Ph 


4-Pym 


5-Pym-CH 2 




2-2306 


3,4-diF-Ph 


4-Pym 


2-Pym-CH 2 




2-2307 


3-Cl-Ph 


4-Pym 


H 2 N-(CH 2 ) 3 


t 

55 


2-2308 


3-Cl-Ph 


4-Pym 


MeNH-(CH 2 ) 3 
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Compound 


R 1 


R 2 


R 3 


5 


No. 










2-2309 


3-Cl-Ph 


4-Pyxn 


Pt>JT4-/r , M-i. 1 




2-2310 


3-Cl-Ph 


4-Pvm 




10 


2-2311 


3-Cl-Ph 


4-Pvm 


1 a T-r _/^0 \ 1 
1 -AZl-^Cri2 /3 




2-2312 


3-Cl-Ph 


4-Pvm 


1-Pyrd-(CH2)3 




2-2313 


3-Cl-Ph 


4-Pvm 


1-Fip-(CH2)3 


15 


2-2314 


3-Cl-Ph 


4-Pym 


l-mor-(Uxl2j3 | 




2-2315 


3-Cl-Ph 


4-Pvm 


1 *7Vri/\T* (r*TJt \ 

i - 1 mor-^uri2^ 1 




2-2316 


3-Cl-Ph 


4-Pym 




20 


2-2317 


3-Cl-Ph 


4-Pvm 


4-Me- 1 -l*I2-(Crl2)3 




2-23 IS 


3-Cl-Ph 


4-Pvm 






2-2319 


3-Cl-Ph 


4-Pvm 

■ A Jill 


1 A /fa O A rr* 1 


25 


2-2320 


3-Cl-Ph 


4-Pvm 

"T— A jrlll 


5-.ryra j 




2-2321 


3-Cl-Ph 


4-Pvm 


l -iMe-3-ryra | 




2-2322 


3-Cl-Ph 


4-Pvm 


^ t>- i 

4-x*Ip j 


30 


2-2323 


3-Cl-Ph 


4-Pvm 

~ X Jill 


4-(^,4-aeii-rip) 




2-2324 


3-Cl-Ph 


4-Pvm 


1 X/f a A Di** ! 

1 -JYie-4-r^ip | 




2-2325 


3-Cl-Ph 


4-Pvm 


l -Me-4-(3,4-deH-Pip) 


35 


2-2326 


3-Cl-Ph 


4— Pvm 


1 T>l*r 

1 -rlZ 




2-2327 


3-Cl-Ph 


4- Pvm 


4-iVie- 1 -rlZ 




2-2328 


3-Cl-Ph 


4-Pym 


A_T>\rr \ 


40 


2-2329 


3-Cl-Ph 


4-Pvm 

~ x j ill. 


1 P\rr 1 


i 


2-2330 


3-Cl-Ph 


4-Pym 


/I P\/m 1 

**>-Jrym 




2-2331 


3-Cl-Ph 


4-Pym 


3-rym | 


45 


2-2332 


3-Cl-Ph 


4-Pym 


^-«ryru-Cri2 j 




2-2333 


3-Cl-Ph 


4-Pvm 

■ x jr III 


i •Meo-i^yrci-Cri2 




2-2334 


3-Cl-Ph 


4-Pym 


4-Pip-CH 2 


50 


2-2335 


3-Cl-Ph 


4-Pym 


l-Me-4-Pip-CH 2 j 




2-2336 


3-Cl-Ph 


4-Pym 


2-Piz-CH 2 




2-2337 


3-Cl-Ph 


4-Pym 


4-Pyr-CH 2 j 


55 


2-2338 


3-Cl-Ph 


4-Pym 


3-Pyr-CH 2 1 
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5 


Compound 
No. 


i 

R 1 


R 2 


R 3 








4-Pvm 

T" X J 111 


4-Pym-CH 2 




7 OlACi 


-2.p1.pVi 


4»Pvm 
"t x y hi 


S-Pvm-Crfe 


10 


7 "7*1/11 
2-25*+ I 


^ Pl-Ph 1 

.^-v^i-rii 


4-Pvm 
•* x yxa 


2-Pvm-CH-; 






PVt 


0 -Xyif^O-A-Pvm 

X-ivlCV-/~*t-r jrlll 






2-25H5 


PV» 
rn 


X lVlCV^ r jrlll 


MeNH-fCH^ 


15 


7 71AA 


rn 


^•""IVl WW " ~ X y III 


EtNH-(CH3)5 




2-Z34D 












PVi 
rD 


7 JM>0-4-P vm 

X JYICVJ - t 1 jr 1 1 i 


l-Azt-fCH-^ 


20 


2-234 / 


PV» 

rn 


X-lYi.Cv-/~ fc r~r yill 


l-PvTa-fCH-Ax 

1 X ^rlU \ > V"XX2/3 




7 7 < 2/1C 

Z-Z.?4o 


Ph 
rn 


9 4 -P vm 


i x i|^V ,to ' J A 2/J 




2-234y 


PVt 


9 »lvT i» rTl-JL P vm 


l-Mor-fCH?^ 


25 


0 ">7<A 

2-25D\) 


PVi 


7-\yfpO-ii-.Pvm 


X 1 11IU1 ^V^l 1^ 




2-25 j i 


PVi 


Z "IVl CV/"H" x yni 


l-Piz-fCrlSii 

A x i^.-\\^xx2y3 




2.-2.5 jz 


PVi 
■Til 


7 -MpO-4-P vm 


4-Me- 1 -Piz-fCH?)* 


30 


0 7^^ 


PVi 

III 




3-Azt 




2-25 j** 


PVi 


7 *»0-4-P vm 


l-Me-3-Azt 






PV» 

rn 


X"1V1CW*T l jrlll 


3-Pyrd 


35 




Ph 


^•"IVXCW* X Jr 1*1 


l-Me-3-Pvrd 






Ph 

rn 


7 _MpO~4-P vm 

X luvw^t * jr 111 


4-Pip 




2-25DO 


PVi 

rn 


9 -MeO-4-Pvm 

i'luUVy" i jfixi 


4-G 4-deH-Pip) 


40 




PVi 
rn 


9-MftO-4-Pvrn 

* ivivv~ i jrixx 


l-Me-4-Pio 

X 1T1V ■ X Xlj> 




Z-2JOU 


PVi 
rn 


7 -\*f pO-4-P vm 






X^JO 1 


rn 


9-MeO-4-Pvm 

*"1tiv\/~ i y ill 


1-Piz 


45 


9-91fi*> 


PVi 


2-MeO-4-Pvm 

A ItIww^t i y in 


4-Me-l-Piz 




0.9*3^-5 


PVi 
rn 


?-MeO-4-Pvm 

^ iVX'w-V.' 1 T— X jr 111 


4_Pvr 

•r-r jrx 




2-2364 


Ph 


2-MeO-4-Pym 


3-Pyr 


50 


2-2365 


Ph 


2-MeO-4-Pym 


4-Pym 




2-2366 


Ph 


2-MeO-4-Pym 


5-Pym 




2-2367 


Ph 


2-MeO-4-Pym 


3-Pyrd-CH 2 


55 


2-2368 


Ph 


2-MeO-4-Pym 


l-Me-3-Pyrd-CH 2 
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5 


No. 


R' 


R 2 


R 3 




2-2369 


Ph 


2-MeO-4-Pym 






2-2370 


Ph 


2-MeO-4-Pym 




10 


2-2371 


Ph 


2-MeO-4-Pym 


2-Piz-CH? 




2-2372 


Ph 


2-MeO-4-Pym 


4-Pyr-CH 2 




2-2373 


Ph 


2-MeO-4-Pym 


3-Pyr-CH 2 


15 


2-2374 


Ph 


2-MeO-4-Pym 


4-Pvm-PHi 




2-2375 


Ph 


2-MeO-4-Pym 


5-Pvrn-CH-) 




2-2376 


Ph 


2-MeO-4-Pym 


2-Pvm-CH-> 


20 


2-2377 


4-F-Ph 


2-MeO-4-Pym 






2-2378 


4-F-Ph 


2-MeO-4-Pym 






2-2379 


4-F-Ph 


2-MeO-4-Pym 




25 


2-2380 


4-F-Ph 


2-MeO-4-Pym 






2-2381 


4-F-Ph 


2-MeO-4-Pym 






2-2382 


4-F-Ph 


2-MeO-4-Pym 


l-Pvrd-^CI-M* 


30 


2-2383 


4-F-Ph 


2-MeCM-Pym 


I-Pid-CCH-,^ 




2-2384 


4-F-Ph 


2-McO-4-Pym 


* i»iwi \^^^2y3 




2-2385 


4-F-Ph 


2-MeO-4-Pym 




35 


2-2386 


4-F-Ph 


2-MeO-4-Pym 


1-Piz-(CH->V* 




2-2387 


4-F-Ph 


2-MeO-4-Pym 


4-Me-l -Piz-fPHVU 

• *»iv i jt ix* ^\^Xi2y3 




2-2388 


4-F-Ph 


2-MeO-4-Pym 


3-Azt 


40 


2-2389 


4-F-Ph 


2-MeO-4-Pym 


l-Me-3-Azt 




2-2390 


4-F-Ph 


2-MeO-4-Pym 


3-Pyrd 




2-2391 


4-F-Ph 


2-MeO-4-Pym 


l-Me-3-Pvrd 


45 


2-2392 


4-F-Ph 


2-MeO-4-Pym 


4-Pip 




2-2393 


4-F-Ph 


2-MeO-4-Pym 






2-2394 


4-F-Ph 


2-MeO-4-Pym 


l-Me-4-Pip 


50 \ 


2-2395 


4-F-Ph 


2-MeO-4-Pym 


l-Me-4-(3,4-deH-Pip) 




2-2396 . 


4-F-Ph 


2-MeO-4-Pym 


1-Piz 




2-2397 


4-F-Ph 


2-MeO-4-Pym 


4-Mc-l-Piz 


55 


2-2398 


4-F-Ph 


2-MeO-4-Pym 


4-Pyr 
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5 


Compound 

No. 




R 2 


R 3 




2-2399 


4-F-Ph 


2-MeO-4-Pym 


3-Pyr 




2-2400 


4-F-Ph 


2-MeO-4-Pym 


4-Pym 


10 


2-2401 


4-F-Ph 


2-MeO-4-Pym 


5-Pym 




2-2402 


4-F-Ph 


2-MeO-4-Pym 


3-Pyrd-CH 2 




2-2403 


4-F-Ph 


2-MeO-4-Pym 


l-Me-3-Pyrd-CH 2 


15 


2-2404 


4-F-Ph 


2-MeO-4-Pym 


4-Pip-CH 2 




2-2405 


4-F-Ph 


2-MeO-4-Pym 


l-Me-4-Pip-CH 2 




2-2406 


4-F-Ph 


2-MeO-4-Pym 


2-Piz-CH 2 


20 


2-2407 


4-F-Ph 


2-MeO-4-Pym 


4-Pyr-CH 2 




2-2408 


4-F-Ph 


2-MeO-4-Pym 


3-Pyr-CH 2 




2-2409 


4-F-Ph 


2-MeO-4-Pym 


4-Pym-CH 2 


25 


2-2410 


4-F-Ph 


2-MeO-4-Pym 


5-Pym-CH 2 




2-2411 


4-F-Ph 


2-MeO-4-Pym 


2-Pym-CH 2 




2-2412 


3-F-Ph 


2-MeO-4-Pym 


H 2 N-(CH 2 ) 3 


30 


2-2413 


3-F-Ph 


2-MeO-4-Pym 


MeNH-(CH 2 ) 3 




2-2414 


3-F-Ph 


2-MeO-4-Pym 


EtNH-(CH 2 ) 3 




2-2415 


3-F-Ph 


2-MeO-4-Pym 


Me 2 N-(CH 2 ) 3 


35 


2-2416 


3-F-Ph 


2-MeO-4-Pym 


1-Azt-(CH 2 ) 3 




2-2417 


3-F-Ph 


2-MeO-4-Pym 


1-Pyrd-(CH 2 ) 3 




2-2418 


3-F-Ph 


2-MeO-4-Pym 


1-Pip-(CH 2 ) 3 


40 


2-2419 


3-F-Ph 


2-MeO-4-Pym 


l-Mor-(CH 2 ) 3 




2-2420 


3-F-Ph 


2-MeO-4-Pym 


l-Tmor-(CH 2 ) 3 




2-2421 


3-F-Ph 


2-MeO-4-Pym 


1-Piz-(CH 2 ) 3 


45 


2-2422 


3-F-Ph 


2-MeO-4-Pym 


4-Mc-l-Piz-(CH 2 ) 3 




2-2423 


3-F-Ph 


2-MeO-4-Pym 


3-Azt 




2-2424 


3-F-Ph 


2-MeO-4-Pym 


l-Me-3-Azt 


50 


2-2425 


3-F-Ph 


2-MeO-4-Pym 


3-Pyrd 




2-2426 


3-F-Ph 


2-MeO-4-Pym 


l-Me-3-Pyrd 




2-2427 


3-F-Ph 


2-MeO-4-Pym 


4-Pip 


55 


2-2428" 


3-F-Ph 


2-MeO-4-Pym 


4-(3,4-deH-Pip) 
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5 


Compound 

X" 

i>o. 


R 1 


R 2 


R 3 




2-2429 


3-F-Ph 




j -jvie— ^-r^ip 




2-2430 


3-F-Ph 


9-A4 A Pvin 

x. -i vi c v^/-*+— ym 




10 


2-243 1 


3-F-Ph 


"^-MeO-4-Pvm 


1 -Pit 




2-2432 


3-F-Ph 


j- v ic-w— x yin 


it X^o i p:_ 




2-2433 


3-F-Ph 






15 


2-2434 


3-F-Ph 


*r-x y III 


^.Pi/i- 

->-xyr 




2-2435 


3-F-Ph 


X 1Y1 CV*tT j 111 


*r-jryin 




2-2436 


3-F-Ph 


^ iviwvy— *T-i yill 


<_p,-— 


20 


2-2437 


3-F-Ph 








2-2438 


3-F-Ph 


^ "ivic\/**t*r **** 


i -ivie-3-i^yrQ-v^rt2 




2-2439 


3-F-Ph 


2-MeO-4-Pvm 


#-np-t^ri2 


25 


2-2440 


3-F-Ph 


^> 1 VI C ^r-*T ~X yill 


1 -ivae-4-r'ip-Url2 




2-2441 


3-F-Ph 


^» 1»J-C\_/-*T— x ym 


^•rl2-Cxi2 




2-2442 


3-F-Ph 


9 «\>f p/"V A_p vrm 


^ T%. _ pTT 

4-ryr-Cri2 


30 


2-2443 


3-F-Ph 


«fc — lVlC\^f— *r-x ym 


-3 p.— pU 




2-2444 


3-F-Ph 


9 • \4 f»0-A_P vm 

x -ivi cv^Hr ym 


4-r , ym-Cri2 




2-2445 


3-F-Ph 


4* -ivi cw-*f-r ym 


c n lnu prj 


35 


2-2446 


3-F-Ph 


^— ivicv-/-*t-x ym 


9 Pxn-n r^LJ 

/-rym-Cri2 




2-2447 


3.4-diF-Ph 


0 _\4>0-il-Pvm 
^ -ivic v^-^t—r ym 


TJ XT /CLJ \ i 




2-2448 


3,4-diF-Ph 


7-K4pO-4 Pvm 


JviejNrl-(UlT2)3 


40 


2-2449 


3,4-diF-Ph 


2-MeO-4-Pvm 
^ i»ivv»/^T"r ym 


liUNXl-^^rl2 J3 




2-2450 


3,4-diF-Ph 


^. — ivi c v^-*r— jr ym 


JVie2 IN -(Cri2 )3 




2-2451 


3,4-diF-Ph 


2-MeO-4-Pvm i 

*m 1»1WV— T"l JhXX. 


I -AZl-^rl2 ^3 


45 


2-2452 


3,4-diF-Ph 


2-MeO-4-Pvm 
iTiwv™ r yin 






2-2453 


3,4-diF-Ph 


2-MeO-4-Pvm 






2-2454 


3,4-diF-Ph 


2-MeO-4-Pym 


l-Mor-(CH 2 ) 3 


50 


2-2455 | 


3,4-diF-Ph 


2-MeO-4-Pym 


l-Tmor-(CH 2 )3 




2-2456 


3,4-diF-Ph 


2-MeO-4-Pym 


1-Piz-(CH 2 )3 




2-2457 


3,4-diF-Ph 


2-MeO-4-Pym 


4-Me-l-Piz-(CH2)3 


55 


2-2458 


3,4-diF-Ph 


2-MeO-4-Pym 


3-Azl 
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Compound 
No. 


K 


P. 2 


R 3 




2-2459 


3,4-diF-Ph 


2-MeO-4-Pym 


l-Me-3-Azt 




2-2460 


3,4-diF-Ph 


2-MeO-4-Pym 


3-Pyrd 


10 


2-2461 


3,4-diF-Ph 


2-MeO-4-Pym 


l-Me-3-Pyrd 




2-2462 


3,4-diF-Ph 


2-MeO-4-Pym 


4-Pip 




2-2463 


3,4-diF-Ph 


2-MeCM-Pym 


4-(3,4-deH-Pip) 


15 


2-2464 


3,4-diF-Ph 


2-MeO-4-Pym 


l-Me-4-Pip 




2-2465 


3,4-diF-Ph 


2-MeO-4-Pym 


l-Me-4-(3,4-deH-Pip) 




2-2466 


3,4-diF-Ph 


2-MeO-4-Pym 


l-Piz 


20 


2-2467 


3,4-diF-Ph 


2-MeO-4-Pym 


4-Me-l-Piz 




2-2468 


3,4-diF-Ph 


2-MeO-4-Pym 


4-Pyr 




2-2469 


3,4-diF-Ph 


2-MeO-4-Pym 


3-Pyr 


25 


2-2470 


3,4-diF-Ph 


2-MeO-4-Pym 


4-Pym 




2-2471 


3,4-diF-Ph 


2-MeO-4-Pym 


5-Pym 




2-2472 


3,4-diF-Ph 


2-MeO-4-Pyro 


3-Pyrd-CH 2 


30 


2-2473 


3,4-diF-Ph 


2-MeO-4-Pym 


l-Me-3-Pyrd-CH 2 




2-2474 


3,4-diF-Ph 


2-MeO-4-Pym 


4-Pip-CH 2 




2-2475 


3,4-diF-Ph 


2-MeO-4-Pym 


l-Me-4-Pip-CH 2 


35 


2-2476 


3,4-diF-Ph 


2-MeO-4-Pym 


2-Piz-CH 2 




2-2477 


3,4-diF-Ph 


2-McO-4-Pym 


4-Pyr-CH 2 




2-2478 


3,4-diF-Ph 


2-MeO-4-Pym 


3-Pyr-CH 2 


40 


2-2479 


3,4-diF-Ph 


2-MeO-4-Pym 


4-Pym-CH 2 




2-2480 


3,4-diF-Ph 


2-MeO-4-Pym 


5-Pym-CH 2 




2-2481 


3,4-diF-Ph 


2-MeO-4-Pym 


2-Pym-CH 2 


45 


2-2482 


3-Cl-Ph 


2-MeO-4-Pym 


H 2 N-(CH 2 ) 3 




2-2483 


3-Cl-Ph 


2-MeO-4-Pym 


MeNH-(CH 2 ) 3 




2-2484 


3-Cl-Ph 


2-MeO-4-Pym 


EtNH-(CH 2 )j 


SO 


2-2485 


3-Cl-Ph 


2-MeO-4-Pym 


Me 2 N-(CH 2 )3 




2-2486 


3-Cl-Ph 


2-MeO-4-Pym 


1-Azt-(CH 2 ) 3 




2-2487 


3-Cl-Ph 


2-MeO-4-Pym 


1-Pyrd-(CH 2 ) 3 


55 


2-2488 


3-Cl-Ph 


2-MeO-4-Pym 


1-Pip-(CH 2 ) 3 
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5 


Compound 

No. 


R 1 


R 2 


R 3 




2-2489 


3-Cl-Ph 




1 -Mor-(Lri2)3 




2-2490 


3-Cl-Ph 


•"ivivv^t i yni 


l - 1 mor-(CH2)3 


10 


2-2491 


3-Cl-Ph 




l-PlZ-(CH2/3 




2-2492 


3-Cl-Ph 


2-MeO-i-Pvm 


4-Me- 1 -Piz-(Cri2)3 




2-2493 


3-Cl-Ph 


2 -MeO-4-Pvm 


3-AZt 


15 


2-2494 


3-Cl-Ph 


2-MeO*4-Pvm 

A. XTAWW^-t J III 






2-2495 


3-Cl-Ph 


2-\4eO-4-Pvm 






2-2496 


3-Cl-Ph 


2-MeO-4.Pvm 


J -Me-3-ryrd 


20 


2-2497 


3-Cl-Ph 


^ me vj^t r ym 


4-.Plp 




2-2498 


3-Cl-Ph 


x"ivicv-r-H-x yin 


4-(3,4-deH-Pip) 




2-2499 


3-Cl-Ph 


2«-lV/ff»0-J.-Pvm 


i-Me-4-Pip 


25 


2-2500 


3-Cl-Ph 




1 -Me-4-(3 ,4-deH-Pip) 




2-2501 


3-Cl-Ph 


^ ivi.wv_/-^r-x ym 


1-PlZ 




2-2502 


3-Cl-Ph 


^ -jvicv-A-*Hr^ yni 


4-Mc-l-Piz 


30 


2-2503 


3-Cl-Ph 


9-K4pO- A pT>m 
*- ivi cv^-*f- jt ym 


4-Pyr 




2-2504 


3-Cl-Ph 


*) -\zf#*T*l^A_P\fm 

x ~iviev^~^r-x*yin 


3-Pyr 




2-2505 


3-Cl-Ph 


x -ivi CTj-*f*ryni 


4-Pym 


35 


2-2506 


3-Cl-Ph 




5-Pym 




2-2507 


3-CKPh 




3-Pyrd-CH 2 




2-2508 


3-Cl-Ph 


2-MeO-il.Pvm 


l-Me-3-Pyrd-CHj 


40 


2-2509 


3-Cl-Ph 


2-\4eO-4-Pvm 
i'lvw^t r y hi 


4-Pip-CH 2 




2-2510 


3-Cl-Ph 


2-MeO-4-Pvm 


l-Me-4-Pip-CH 2 




2-2511 


3-Cl-Ph 


2-MeO-4-Pvm 


2-Piz-CH 2 




45 


2-2512 


3-Cl-Ph 


2-MftD-i-Pvm 


4-Pyr-CH 2 




2-2513 


3-Ci-Ph 


2-MeO-4-Pvm 
^ i»icw*t"r ym 


3-Pyr-CH 2 




2-2514 


3-Cl-Ph 


2-MeO-4-Pym 


4-Pym-CH 2 


50 


2-2515 


3-Cl-Ph 


2-MeO-4-Pym 


5-Pym-CH 2 




2-2516 


3-Cl-Ph 


2-MeO-4-Pym 


2-Pym-CH 2 




2-2517 


4-F-Ph 


4-Pyr 


H 2 N-CH 2 CH=CH 


55 


2-2518 


4-F-Ph 


4-Pyr 


MeNH-CH 2 CH=CH 

— — ^— — — — 
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Compound 


R 1 


R 2 


R 3 


5 


No. 












4-F-Ph 


4-Pyr 


Me 2 N-CH 2 CH=CH 




7-7520 


4-F-Ph 


4-Pyr 


3-Pip-CH 2 


10 


7-7571 


4-F-Ph 


4-Pyr 


l-Me-3-Pip-CH 2 




7 7572 


4-F-Ph 

*r r i ii 


4-Pyr 


2-Me-4-Pip 




2-7573 


4-F-Ph 


4-Pyr 


2,2,6,6-tetraMe-4-Pip 


15 


2-2524 


4-F-Ph 


4-Pyr 


l-Ac-4-Pip 




2-2525 


4-F-Ph 


4-Pyr 


l-Ac-4-(3,4-deH-Pip) 




2-2576 


4-F-Ph 


4-Pyr 


4-OH-4-Pip 


20 


2-2527 


4-F-Ph 


4-Pyr 


4-OH-l-Me-4-Pip 




7.7528 


4-F-Ph 


4-Pyr 


AcNH-(CH 2 ) 3 




2-2529 


4-F-Ph 


4-Pyr 


4-NH 2 -cHx 


25 


7-75^0 


4-F-Ph 


4-Pyr " 


4-Pyr-CH(OH) 




7-7531 


4-F-Ph 


4-Pyr 


3-Pyr-CH(OH) 




2-2532 


4-F-Ph 


4-Pyr 


2-Pyr-CH(OH) 


30 


2-2533 


4-F-Ph 


4-Pyr 


CF 3 CONH-(CH 2 ) 3 




2-2534 


4-F-Ph 


4-Pyr 


BzNH-(CH 2 )3 




2-2535 

X X— ' — > 


4-F-Ph 


4-Pyr 


2,4,6-triF-BzNH-CH 2 


35 


2-2536 


4-F-Ph 


4-Pyr 


MeS0 2 NH-(CH 2 ) 3 




2-2537 

X" X->— > / 


4-F-Ph 


4-Pyr 


l-N0 2 (CH 2 ) 2 -4-Pip 




2-2538 


4-F-Ph 


4-Pyr 


2,3,5,6-tetraF-4-Pyr 


40 


2-2539 


4-F-Ph 


4-Pyr 


3-Qun 




2-2540 


4-F-Ph 


4-Pyr 


3-(2,3-deH-Qun) 




2-2541 


4-F-Ph 


4-Pyr 


3-ABO 


45 


2-2542 


4-F-Ph 


4-Pyr 


8-Me-3-ABO 




2-2543 


4-F-Ph 


4-Pyr 


3-(2,3-deH-ABO) 




2-2544 


4-F-Ph 


4-Pyr 


8-Me-3-(2,3-deH-ABO) 


50 


2-2545 


4-F-Ph 


4-Pyr 


3-ABN 




2-2546 . 


4-F-Ph 


4-Pyr 


9-Me-3-ABN 




2-2547 


4-F-Ph 


4-Pyr 


3-(2,3-deH-ABN) 


55 


2-2548 


4-F-Ph 


4-Pyr 


9-Me-3-(2,3-deH-ABN) 
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5 


Compound 
No. 


R 1 


R 2 


R 3 




2-254Q 


4-F-Ph 


Z-IN r±2 -*+~ryni 


xl2iN-v^rl2^ n ^V*J1 




9-2550 


4-F-Ph 


0 KTT4 A P,rm 


MeiNxl-Ctt2^ri~^il 


10 




4-F-Ph 

**~1 X XI 


0-i\TFI-»-xl-Pt/m 

^-x> ix2-*r-x yrn 








4-F-Ph 


0 NTJ4— 4 Dim 


3-rlp-Cri2 




2-2553 


4-F-Ph 

** X A XX 


X-INxx2-^~xjfXU 


1 -Me-3-Fip-Cri2 


1 5 


2-2554 


4-F-Ph 

"T J. XT XX 


^ i > xi2^^* yro 






0-2555 


4-F-Ph 

•r— i — X XI 




"> O tf£ £ tafvnXX^ /4 LX««% 

^^,o,o-tetraMe-4-r'ip 




2-2556 


4-F-Ph 

*r— x^ — x 1J 


z -in ri2 -^nym 


1 A« /I r> ' 

1 -AC-4-.rip 


20 




4-F Ph 


x-rstt2~^~*yn* 


1 -Ac-4-(3,4-deH-Pip) 




2-2558 


4-F-Ph 


z-XN ri2 "4-ryin 


4-Url-4-Fip 




0-2550 


4-F-Ph 

*t"*j7 -x 11 




4-Uxi- 1 -Me-4-Pip 


25 


2-2560 


4-F-Ph 

•r-vT —XT XI 


a -in rx2^**yrn 


AcNH-(Cri2)3 




2-0561 


4-F-Ph 

*tT X XI 


^-in ri2~+-x yrn 


4-Nx-l2-CllX 




2-2562 


4-F-Ph 

~ i XT XX 


0->JT4^-4 Dvm ^ 
Z-iNrx2^-ijaTx 




30 


0-2563 


4-F-Ph 

*+-«T xll 


z -in ri2 -^r-x yin 


3-(2,3-aeH-Qun) 




2-2564 


4-F-Ph 

■f-17 XT IX 




3- ABO 




2-2565 


4-F-Ph 


x -IN Xx2-^-x*3TTl 


8-Me-3-ABO 


35 


2-2566 


4-F-Ph 


0 XIT-T—4 Oxrr-n 


3-(2,3-aeil-ABO) 




2-2567 


4-F-Ph 

"T— X XT XX 


Z-INxT2-* s t"'x yiii 


o-M e-3 -(2,3 -den -ABO) 




2-2568 


4-F-Ph 

•T— XT X XX 


z -in 1x2 -^t—xt ym 


3-ABN 


40 


2-2569 


4-F-Ph 

V A —XT 11 


a -in ri2 -*r- Jr ym 


O \/f a ^ A DVT 

y-Me-3-ABN 




2-2570 


4-F-Ph 

' X X XI 


x -in n.2-**~x ym 


3-(2,3-aeH- ABN) 




2-2571 


4-F-Ph 

"^X XT 11 


z -in 1x2 -H-r ym 


y-Me-3-(2,3-deH-ABN) 


45 


2-2572 


4-F-Ph 


x -ivici > xi— *t- x ym 






2-2573 


4-F-Ph 

•r— x^ x ii 


0 \VlVWW_4 Dirm 

z -ivi cin ri-*f -.rym 


MeNH-CH2CH==CH 




2-2574 


4-F-Ph 


2-MeNH-4-Pym 


Me2N-CH 3 CH=CH 


50 


2-2575 


4-F-Ph 


2-MeNH-4-Pym 


3-Pip-CH 2 




2-2576 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-Pip-CH 2 




2-2577 


4-F-Ph 


2-MeNH-4-Pym 


2-Me-4-Pip 


55 


2-2578 


4-F-Ph 


2-MeNH-4-Pym 


2,2,6,6-tetraMe-4-Pip 
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Compound 

No. 


R 1 


R 2 


R 3 




2-2579 


4-F-Ph 


2-MeNH-4-Pym 


l-Ac-4-Pip 




2-2580 


4-F-Ph 


2-MeNH-4-Pym 


l-Ac-4-(3,4-deH-Pip) 


10 ' 


2-2581 


4-F-Ph 


2-MeNH-4-Pym 


4-OH-4-Pip 




2-2582 


4-F-Ph 


2-MeNH-4-Pym 


4-OH-l-Me-4-Pip 




2-2583 


4-F-Ph 


2-MeNH-4-Pym 


AcNH-(CH 2 ) 3 


15 


2-2584 


4-F-Ph 


2-MeNH-4-Pym 


4-NH 2 -cHx 




2-2585 


4-F-Ph 


2-MeNH-4-Pym 


3-Qun 




2-2586 


4-F-Ph 


2-MeNH-4-Pym 


3-(2,3-deH-Qun) 


20 


2-2587 


4-F-Ph 


2-MeNH-4-Pym 


3-ABO 




2-258S 


4-F-Ph 


2-MeNH-4-Pym 


8-Me-3-ABO 




2-2589 


4-F-Ph 


2-MeNH-4-Pym 


3-(2,3-deH-ABO) 


25 


2-2590 


4-F-Ph 


2-MeNH-4-Pym 


8-Me-3-(2.3-deH-ABO) 




2-2591 


4-F-Ph 


2-MeNH^-Pym 


3-ABN 




2-2592 


4-F-Ph 


2-MeNH-4-Pym 


9-Me-3-ABN 


30 


2-2593 


4-F-Ph 


2-MeNH-4-Pym 


3-(2,3-deH-ABN) 




2-2594 


4-F-Ph 


2-McNH-4-Pym 


9-Mc-3-(2,3-deH-ABN) 




2-2595 


4-F-Ph 


2-BnNH-4-Pyr 


4-Pip 


35 


2-2596 


4-F-Ph 


2-BnNH-4-Pyr 


4-(3,4-deH-Pip) 




2-2597 


4-F-Ph 


2-BnNH-4-Pym 


4-Pip 




2-2598 


4-F-Ph 


2-BnNH-4-Pym 


4-(3,4-deH-Pip) 


40 


2-2599 


4-F-Ph 


2-( -Mc-BnNH)-4-Pyr 


4-Pip 




2-2600 


4-F-Ph 


2-( -Me-BnNH)-4-Pyr 


4-(3,4-deH-Pip) 


45 


2-2601 


4-F-Ph 


2-( -Me-BnNH)-4- 
Pym 


4-Pip 




2-2602 

. . . . . 


4-F-Ph 

* 


2-( -Me-BnNH)-4- 
Pym 


4-(3,4-deH-Pip) 


SO 


2-2603 


3-Cl-Ph 


2-BnNH-4-Pyr 


4-Pip 




2-2604 


3-Cl-Ph 


2-BnNH-4-Pyr 


4-(3,4-deH-Pip) 




2-2605 


3-Cl-Ph 


2-BnNH-4-Pym 


4-Pip 


55 


2-2606 


3-Cl-Ph 


2-BnNH-4-Pym 


4-(3,4-deH-Pip) 
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I Compound 

No. 


R' 


R 2 


R 3 




I ~ ■dm\J\J 1 


j vi rzi 


-Me-i5iiNH)-4-Pyr 


1 A TV * 

4-Pip 




2-2608 


3-Cl-Ph 




1 A.tl A_ApXX Pint 


10 


2-2609 


3-Cl-Ph 


Pym 


\ A Pits 




2-2610 


3-Cl-Ph 


2-f -Me-BnNHV4- 




15 






Pvm 






2-2611 


3-CF 3 -Ph 


2-BnNH-4-Pvr 






2-2612 


3-CF 3 -Ph 


2-BiiNH-4-Pvr 


A {% A_H#»T-T P™\ 


20 


2-2613 


3-CF 3 -Ph 


2-BnNH-4-Pym 






2-2614 


3-CF 3 -Ph 


2-BnNH-4-Pvm 


^lo,*r~ucri-r*Lp j 




2-2615 


3-CF 3 -Ph 


2-{ -Me-BnNH)-4-Pyr 


4-Pip 


25 


2-2616 


3-CF 3 -Ph 


-ivie-DiiiNri 


4-(J ,4-aeri-Pip) 




2-2617 


3-CF 3 -Ph 


2-( -Me-RnNHU- 

V Dill ^iXl /* 

Pvm 

JL JTl.ll 


A Pm 


30 


2-2618 


3-CF 3 -Ph 


Pym 


/Haen-i-'ipj 




2-2619 


4-F-Ph 


4-Pyr 1 






2-2620 


4-F-Ph 


4-Pyr 


^ ivici\ii-**-pyiXi 




2-2621 


4-F-Ph 


4-Pvr 






2-2622 


4-F-Ph 


4-Pyr 1 


x-iviciN xi-^f-pyr 


40 


2-2623 


4-F-Ph 


4-Pyr f 


H2IN -^il2*-'vJVlC^2^rl2 




2-2624 


4-F-Ph 


4-Pyr 1 


ivicrN n-^njv^ivic J2v~xi2 




2-2625 


4-F-Ph 


4-Pyr 1 


Cfirs n-*wri2 \^\iviej2 L#ri2 


45 I 


2-2626 


4-F-Ph 


4-Pyr 






2-2627 


4-F-Ph 


4-Pyr T 


-^Wf 'Hiwi'np ) 




2-2628 


4-F-Ph 


4-Pyr 


l-Me-3-(3,4-deH-Pip) 


50 


2-2629 


4-F-Ph 


4-Pyr f 


l-Et-4-(3,4-deH-Pip) 




2-2630 


4-F-Ph 


4-Pyr 


l-Pr-4-(3,4-deH-Pip) 




2-2631 


4-F-Ph 


4-Pyr 


l-Pr-4-Pip 


55 


2-2632 


4-F-Ph 


4-Pyr | 


l-iPr-4-(3,4-deH-Pip) 
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Compound 
No. 


R 1 


R 2 


R 3 






*T T "ill 


4-Pvr 


l-iPr-4-Pip 








A-Pvr 

4-ryr 


1 -Bu-4-(3 ,4-deH-Pip) 


10 






4-Pvr 
*t-r yi 


l-tBu-4-(3,4-deH-Pip) 








4-Pyr 


1 -Pn-4-(3,4-deH-Pip) 




i-xOj / 


A-F-Ph 


4-Pvr 


1 -Hx-4-(3 ,4-deH-Pip) 


15 




A_F-Ph 


4-Pvr 
H-r yr 


1 -Hp-4-(3 ,4-deH-Pip) 






4-r-rn 


AT>\rr 

*r-jryr 


l-Oc-4-G 4-deH-Pio) 




^i-Z04U 




4-Pvr 

^ X jrl 


1 -Nn-4-(3 ,4-deH-Pip) 


20 




*r-P— x n 


4-Pvr 


1 -cP r -4-(3 ,4-deH-Pip) 






4-F-Ph 

*T"-X — X 11 


4-Pvr 

*r-xr ji 


1 -cPn-4-(3 ,4-deH-Pip) 






4_F-Ph 
*r-r— x ii 


4-Pvr 


1 -cHx-4-(3 ,4-deH-Pip) 


25 




4-F-Ph 
*+— r-x ii 


4-Pvr 

1 X JrX 


1 -Bn^-f 3,4-deH-Pip) 




Z-ZD43 


4-F-Ph 
*r-r — x ii 


4-Pvr 

•t—j jrx 


l-Phet-4-f3,4-deH-Pip) 






4-F-Ph 
*+-r — x ii 


4-Pvr 

*+ + y i 


1 -(3 -Ph-Pr)-4-( 3 ,4-deH-Pip) 


30 


2-2647 


4-F-Ph 


4-Pyr 


l-(4-Ph-Bu)-4-(3,4-deH-Pip) 




z-.Zo4o 


4- r -x n 


4-Pvr 


l-Allvl-4-C3 4-deH-PiD) 


_ 




xi F-Ph 
*+-.r -x n 


4-Pvr 


l-Pronarffvl-4-^3 4-deH-Pio) 


55 


2-2650 


4-F-Ph 


4-Pyr 


2^,6,6-tetraMe-4-(3,4-deH-Pip) 




2-2651 


4-F-Ph 


4-Pyr 


l^^,6,6-pentaMe-4-(3,4-deH- 
Pip) 


40 


2-2652 


4-F-Ph 


4-Pyr 


l^,6,6-pentaMe-4-Pip 




2-2653 


4-F-Ph 


4-Pyr 


7-( 1 ,23 ,5,6,8a-hexaH-Ind) 






4-F-Ph 

*T X X 11 


4-Pvr 


7-(l,2,3,5,8,8a-hexaH-Ind) 


45 




4-F-Ph 


4-Pvr 
ryi 


7-octaH-Ind 




2-2656 


4-F-Ph 

1 X X 11 


4-Pvr 


8-(l,3,4,6,7,9a-hexaH-2H-Qui) 




2-2657 


4-F-Ph 


4-Pyr 


8-(l ,3,4,6,9,9a-hexaH-2H-Qui) 


50 


2-2658 


4-F-Ph 


4-Pyr 


8-octaH-Qui 




2-2659 


4-F-Ph 


4-Pyr 


2,2-diMe-4-(3,4-deH-Pip) 




2-2660 


4-F-Ph 


4-Pyr 


1 ,2,2-triMe-4-(3,4-deH-Pip) 


55 


2-2661 


4-F-Ph 


4-Pyr 


2,2-diMe-4-(4,5-dcH-Pip) 
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Compound 
No. 


R 1 


R 2 


R 3 




2-2662 


4-F-Ph 


4-Pyr 


1.2J2-triMe-4-/4 5-deH-Pio) 




2-2663 


4-F-Ph 


4-Pyr 


2 6-diMe-4-f3 4-deH-PiDi 


10 


2-2664 


4-F-Ph 


4-Pyr 


1.2 6-triMe-4-C3 4-deH-Pirrt 




2-2665 


4-F-Ph 


4-Pyr 






2-2666 


4-F-Ph 


4-Pyr 




15 


2-2667 


4-F-Ph 


4-Pyr 


l-Et-2-Me-4-H 4-deH-Pini 




2-2668 


4-F-Ph 


4-Pyr 


l-Pr-2-Me-4-(3 4-deH-Pini 




2-2669 


4-F-Ph 


4-Pyr 


l-Bu-2-Me-4-f3 4-deH-PiDi 


20 


2-2670 


4-F-Ph 


4-Pyr 


1 -Phet-2-Me-4-(3,4-deH-Pip) 




2-2671 


4-F-Ph 


4-Pyr 


2-Et-4-(3,4-deH-Pip) 




2-2672 


4-F-Ph 


4-Pyr 


1 -Me-2-Et-4-(3,4-deH-Pip) 


25 


2-2673 


4-F-Ph 


4-Pyr 


U-diEt-4-(3,4-deH-Pip) 




2-2674 


4-F-Ph 


4-Pyr 


1 -Pr-2-Et-4-(3,4-deH-Pip) 




2-2675 


4-F-Ph 


4-Pyr 


l-Bu-2-Ft-4-n 4-rieH.Ptni 


30 


2-2676 


4-F-Ph 


4-Pyr 


i i iid-^-x-»i-**— ^ j s *t-aeri-i*ip j 




2-2677 


4-F-Ph 


4-Pyr 


?-Pr-4~i"} 4.rif»T4.Pin1 
Ari"*t"^j y *t*ucri"r ip j 


35 


2-2678 


4-F-Ph 


4-Pyr 


l-Me-2-Pr-4-f3 4-deH-PiM 


2-2679 


4-F-Ph 


4-Pyr 


1 -Et-2-Pr-4~f 3 4-deH-Pi'r^ 




2-2680 


4-F-Ph 


4-Pyr 


1 2-diPr-4-(3 4-deH-Pini 

fc**x t - ^ ^,~uvii*r ip 1 


40 


2-2681 


4-F-Ph 


4-Pyr 


l-Bu-2-Pr-4-(3 4-deH-Pini 


2-2682 


4-F-Ph 


4-Pyr 


l-Phet-2-Pr-4~n 4-d^H-Ptni 




2-2683 


4-F-Ph 


4-Pyr 


2-Bu-4-(3 4-deH-Pmi 




2-2684 


4-F-Ph 


4-Pyr 


l-Me-2-Bu-4-<'3 4-deH-Pini 


45 


2-2685 


4-F-Ph 


4-Pyr 


l-Et-2-Bu-4-G 4-deH-Pini 




2-2686 


4-F-Ph 


4-Pyr 


l-Pr-2-Bu-4-/3 4-deH-Pirki 




2-2687 


4-F-Ph 


4-Pyr 


U-diBu-4-(3,4-deH-Pip) 


50 


2-2688 


4-F-Ph 


4-Pyr 


l-Phet-2-Bu-4-(3,4-dcH-Pip) 




2-2689 


4-F-Ph 


4-Pyr 


2-Allyl-4-(3,4-deH-Pip) 




2-2690 


4-F-Ph 


4-Pyr 


l-Me-2-Allyl-4-(3,4-deH-Pip) 


55 


2-2691 


4-F-Ph 


4-Pyr 


l-Et-2-Allyl-4-(3,4-deH-Pip) 
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Compound 
No. 


R 1 


R ; 


R 3 




2-2692 


4-F-Ph 


4-Pyr 


1 -Pr-2-Allyl-4-(3,4-deH-Pip) 




2-2693 


4-F-Ph 


4-Pyr 


1 -Bu-2-Allyl-4-(3,4-deH-Pip) 


10 


2-2694 


4-F-Ph 


4-Pyr 


l-Phet-2-Allyl-4-(3,4-deH-Pip) 




2-2695 


4-F-Ph 


4-Pyr 


2-Bn-4-(3,4-deH-Pip) 




2-2696 


4-F-Ph 


4-Pyr 


l-Me-2-Bn-4-(3,4-deH-Pip) 


15 


2-2697 


4-F-Ph 


4-Pyr 


1 -Et-2-Bn-4-(3,4-deH-Pip) 




2-2698 


4-F-Ph 


4-Pyr 


l-Pr-2-Bn-4-(3,4-deH-Pip) 




2-2699 


4-F-Ph 


4-Pyr 


l-Bu-2-Bn-4-(3,4-deH-Pip) 


20 


2-2700 


4-F-Ph 


4-Pyr 


1 -Phct-2-Bn-4-(3,4-deH-Pip) 




2-2701 


4-F-Ph 


4-Pyr 


2-Phet-4-(3,4-<teH-Pip) 




2-2702 


4-F-Ph 


4-Pyr 


1 -Me-2-Phet-4-(3,4-deH-Pip) 


25 


2-2703 


4-F-Ph 


4-Pyr 


l-Et-2-Phet-4-(3,4-deH-Pip) 




2-2704 


4-F-Ph 


4-Pyr 


l-Pr-2-Phet-4-(3,4-deH-Pip) 


— 


2-2705 


4-F-Ph 


4-Pyr 


l-Bu-2-Phet-4-(3,4-dcH-Pip) 


30 


2-2706 


4-F-Ph 


4-Pyr 


l,2-diPhet-4-(3,4-deH-Pip) 


- 


2-2707 


4-F-Ph 


4-Pyr 


2-Me-4-(4,5-deH-Pip) 




2-2708 


4-F-Ph 


4-Pyr 


1 ,2-diMe-4-(4,5-deH-Pip) 


35 


2-2709 


4-F-Ph 


4-Pyr 


1 -Et-2-Me^-(4,5-deH-Pip) 




2-2710 


4-F-Ph 


4-Pyr 


1 -Pr-2-Me-4-(4,5-deH-Pip) 




2-271 1 


4-F-Ph 


4-Pyr 


l-Bu-2-Me-4-(4,5-deH-Pip) 


40 


2-2712 


4-F-Ph 


4-Pyr 


1 -Phet-2-Me-4-(4,5-deH-Pip) 




2-2713 


4-F-Ph 


4-Pyr 


2-Et-4-(4,5-deH-Pip) 




2-2714 


4-F-Ph 


4-Pyr 


1 -Me-2-Et-4-(4,5-deH-Pip) 


45 


2-2715 


4-F-Ph 


4-Pyr 


1 ,2-uitt-4-t,4,5-oerl-r ip; 




2-2716 


4-F-Ph 


4-Pyr 


1 -Pr-2-Et-4-(4,5-deH-Pip) 




2-2717 


4-F-Ph 


4-Pyr 


1 -Bu-2-Et-4-(4,5-deH-Pip) 


50 


2-2718 


4-F-Ph 


4-Pyr 


1 -Phet-2-Et-4-(4,5-deH-Pip) 




2-2719 


4-F-Ph 


4-Pyr 


2-Pr-4-(4,5-deH-Pip) 




2-2720 


4-F-Ph 


4-Pyr 


1 -Me-2-Pr-4-(4,5-deH-Pip) 


55 


2-2721 


4-F-Ph 


4-Pyr 


1 -Et-2-Pr-4-(4,5-deH-Pip) 
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Compound 
No. 


R 1 


R 2 


R 3 




Z-Z /ZZ 






I ^-atrr-4-(4, j-aeri-rip ) 




7 7793 


» 


A Pi rr 


1 -Bu-2-Pr^H4,S^eri-rip ) 


10 


o 7*77,1 
Z-Z /Z4 






l -rnet-2-Pr--4-(4,D-(jen-i^pj 




X-Z 


A IT PV» 


4-PVT 


2-Bu-4-(4,5-deii-Pip) 




9.9796 
Z-Z / ZD 


4-F Vh 




1 AXa 7 0»» A /A C AaXJ Pi n \ 


ID 


9 9797 
Z-Z / Z / 




A Pw 


1 IT* 9 /• /AC A — "LJ T>;— \ 

1 -£t-z-±5U-4-(4,D-aeH-r lp J 




9 979R 

Z-Z /Zo 


4-F-Ph 




1 T>^ 7 T5»» A (A C A P;«A 

l -rr-z~i3U-4-( k 4,->-aeri-r'ip J 




2-279Q 

X~X /X-» 


4-F-Ph 

*r-F Til 


T-ryr 


1 7 /4iI2<i* A fA C AoXJ 

I ^-QloU-4-(4, j-uCri-r lp ) 




X*X / 


4-F-Ph 


4 Pw 

yr 


l -x^net'Z-DU-4-t4,>-aei7-,rip) 




2-2731 


4-F-Ph 


4-Pyr 


2-Allyl-4-(4,5-deH-Pip) 




2-2732 


4-F-Ph 


4-Pyr 


i-Me-2-Allyl-4-(4,5-deH-Pip) 


25 


2-2733 


4-F-Ph 


4-Pyr 


1 -Et-2-Allyl-4-(4,5-deH-Pip) 




2-2734 


4-F-Ph 


4-Pyr 


1 -Pr-2-Allyl-4-(4,5-deH-Pip) 


30 


2-2735 


4-F-Ph 


4-Pyr 


1 -Bu-2-Allyl-4-(4,5-deH-Pip) 


9-9736 
x*x / JO 


4-F-Ph 


4-ryr 


1 -rnet-2-AIlyl-4-(4,5-deH-Pip) 




9.9737 
Z-Z / J / 


AJC PU 


/I Din- 


2-Bii-4-(4,5-aeH-Pip) 


35 


2-273R 

X X / JO 


xUF-Ph 


/1_P*r^ 

-+-\ryr 


1 -Me-z-Bn-4-{4^-aeri-Pip) 


2-273Q 

X -X / J7 


4-F-Ph 


-+-.r yr 


1 -l:t-2-Bn-4-(4,5-aeH-Pip) 




2-2740 

XX / *tu 


4-F-Ph 




1 P«« 7 'Dm A (A C A «.TT T)l_.\ 

1 -rr-z-Bn-4-(4,5-aeri-Pip) 




2-2741 


4-F-Ph 


*f-x yr 


1 -x>u-z-Bn-4-(4,!)-acxi-Pip) 


40 


2-2749 

X _ X /HZ 


4-F-Ph 

*t-.T Tu 


4-ryr 


1 -Pnet-2-Bn-4-(4,5-deri-Pip) 




2-2743 


4-F-Ph ! 

^ jr — x xi 


J .Pvr 


z-rnet^-^4,!>-aerl-Pip) 




2-2744 


4-F-Ph 


A_Pxrr 

*f-jryr 


1 -Me-2-Pnet-4-(4 t >-oeH-Pip) 


45 


2-2745 


4-F-Ph 

*T— X^ — X XX 


4_Pvr 

**— nyr 


1 IT* 7 DUa4 A (A C JaU t\* \ 

i -tt-z-pnet-4-Q4,5-aeH-Pip) 




2-2746 


4-F-Ph 


*f-x yr 


1 P«- 7 DU A 4 A (A c j„u t»:««.\ 

1 -rr-z-rnet-4-t4,5-aen-Pip) 




2-2747 


4-F-Ph 


4-Pyr 


l-Bu-2-Phet-4-f4 S-HeH-Pmi 


50 


2-2748 


4-F-Ph 


4-Pyr 


1 ,2-diPhet-4-(4,5-deH-Pip) 




2-2749 


4-F-Ph 


2-NH 2 -4-Pym 


H 2 N-CH 2 C(Me) 2 CH 2 




2-2750 


4-F-Ph 


2-NH 2 -4-Pym 


MeNH-CH 2 C(Me) 2 CH 2 


55 


2-2751 


4-F-Ph 


2-NH 2 -4-Pym 


EtNH-CH 2 C(Me) 2 CH 2 
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Compound 
No. 


R 1 


R 2 


R 3 




2-2752 


4-F-Ph 


2-NH 2 -4-Pym 


Me2N-CH 2 C(Mc) 2 CH2 




2-2753 


4-F-Ph 


2-NH 2 -4-Pym 


3-(3,4-deH-Pip) 


10 


2-2754 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-3-(3,4-deH-Pip) 




2-2755 


4-F-Ph 


2-NH2-4-Pym 


l-Et-4-(3,4-deH-Pip) 




2-2756 


4-F-Ph 


2-NH2-4-Pym 


l-Pr-4-(3,4-deH-Pip) 


15 


2-2757 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pr-4-Pip 




2-2758 


4-F-Ph 


2-NH2-4-Pym 


l-iPr-4-(3,4-deH-Pip) 




2-2759 


4-F-Ph 


2-NH 2 -4-Pym 


l-iPr-4-Pip 


20 


2-2760 


4-F-Ph 


*\ "\. TT T A 

2-NH 2 -4-Pym 


1 -Bu-4-p ,4-oeri-rip^ 




2-2761 


4-F-Ph 


2-NH 2 -4-Pym 


1 -tBu-4-(3,4-deH-Pip) 




2-2762 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pn-4-(3,4-deH-Pip) 


25 


2-2763 


4-F-Ph 


2-NH 2 -4-Pym 


l-Hx-4-(3,4-deH-Pip) 





2-2764 


4-F-Ph 


2-NH 2 -4-Pym 


l-Hp-4-(3,4-deH-Pip) 




2-2765 


4-F-Ph 


2-NH 2 -4-Pym 


l-Oc-4-(3,4-deH-Pip) 


30' 


2-2766 


4-F-Ph 


2-NH 2 -4-Pym 


l-Nn-4-(3,4-deH-Pip) 




2-2767 


4-F-Ph 


2-NH 2 -4-Pym 


l-cPr-4-(3,4-deH-Pip) 




2-2768 


4-F-Ph 


2-NH 2 -4-Pym 


l-cPn-4-(3,4-deH-Pip) 


35 


2-2769 


4-F-Ph 


2-NH 2 -4-Pym 


l-cHx-4-(3,4-deH-Pip) 




2-2770 


4-F-Ph 


2-NH 2 -4-Pym 


l-Bn-4-(3,4-deH-Pip) 




2-2771 


4-F-Ph 


2-NH 2 -4-Pym 


l-Phct-4-(3,4-dcH-Pip) 


40 


2-2772 


4-F-Ph 


2-NH 2 -4-Pym 


1 -(3-Ph-Pr>4-(3.4-deH-Pip) 




2-2773 


4-F-Ph 


2-NH 2 -4-Pym 


1 -(4-Ph-Bu)-4-(3,4-deH-Pip) 




2-2774 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Allyl-4-(3,4-deH-Pip) 


45 


2-2775 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Propargyl-4-(3,4-deH-Pip) 




2-2776 


4-F-Ph 


2-NH 2 -4-Pym 


2,2,6,6-tetraMe-4-(3,4-deH-Pip) 


50 


2-2777 


4-F-Ph 


2-NH 2 -4-Pym 


1 ,2,2,6,6-pentaMe-4-(3,4-deH- 
Pip) 




2-2778 


4-F-Ph 


2-NH 2 -4-Pym 


l,2,2,6,6-pentaMe-4-Pip 




2-2779 


4-F-Ph 


2-NH 2 -4-Pym 


7-(l,2,3,5,6,8a-hexaH-Ind) 


55 


2-2780 


4-F-Ph 


2-NH 2 -4-Pym 


7-(l,2,3,5,8,8a-hexaH-Ind) 
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Compound 
No. 


R' 


R 2 


R 3 




2-2781 


4-F-Ph 


2-NH 2 -4-Pym 


7-octaH-Ind 




2-2782 


4-F-Ph 


2-NH : -4-Pym 


8-03 4 6 7 9a-hexaH-^H-Ouij 


10 


2-2783 


4-F-Ph 


2-NH 2 -4-Pym 


S-Cl J 4 6 9 9a-hex aH- ^H-Oui , 




2-2784 


4-F-Ph 


2-NH 2 -4-Pym 


8-octaH-Oui 




2-2785 


4-F-Ph 


2-NH 2 -4-Pym 


2^-diMe-4-f3 4-deH-PiDi 


15 


2-2786 


4-F-Ph 


2-NH 2 -4-Pym 


L2^-triMe-4-(3 4-deH-Piri, 

*f^>* 11UV~ jTTlWl X X 1XJ J 




2-2787 


4-F-Ph 


2-NH 2 -4-Pym 


2.2-diMe-4-('4 5-deH-Pmi 




2-2788 


4-F-Ph 


2-NHr4-Pym 


1.2 2-triMe-4-(4 5-deH-Proi 


20 


2-2789 


4-F-Ph 


2-NH 2 -4-Pym 


2 6-diMe-4-f 3 4-deH-Pin i 




2-2790 


4-F-Ph 


2-NH->-4-Pvm 

^™ * ™ * r A. Till 


\_2 6-triMe-4-f3 4~deH-Pini 




2-2791 


4-F-Ph 


2-NH 2 -4-Pyin 


2-Me4-H 4-deH-Pmi 1 


25 


2-2792 


4-F-Ph 


2-NH 2 -4-Pym 


4-deH-Pini 




2-2793 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Et^-Me^-O 4-deH-Pirrt 




2-2794 


4-F-Ph 


2-NH 2 -4-Pym 




30 


2-2795 


4-F-Ph 


2-NH7-4-Pvm 


l-Bii-2-Me-4-l"3 4-H^H-Pini 




2-2796 


4-F-Ph 


2-NH 2 -4-Pym 


* x lie l a -lvi c— *t— ^ J ,f-U Cxl*Jr lp ) 




2-2797 


4-F-Ph 


2-NH 2 -4-Pym 


2-Et-4-n 4-deH-Pini 


35 


2-2798 


4-F-Ph 


2-NH 2 -4-Pvm 






2-2799 


4-F-Ph 


2-NH 2 -4-Pym 






2-2800 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pr-2-Et-4-(3,4-deH-Pip) 


40 


2-2801 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Bu-2-Et-4-(3,4-deH-Pip) 




2-2802 


4-F-Ph 


2-NH 2 -4-Pym 


l-Phet-2-Et-4-(3,4-deH-Pip) 




2-2803 


4-F-Ph 


2-NH 2 -4-Pym 


2-Pr-4-(3,4-deH-Pip) 


45 


2-2804 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-2-Pr-4-(3,4-deH-Pip) 




2-2805 


4-F-Ph 


2-NH r 4-Pym 


l-Et-2-Pr-4-f3 4-deH-Pin\ 




2-2806 


4-F-Ph 


2-NH2-4-Pym 


U-diPr-4-(3,4-deH-Pip) 


50 


2-2807 


4-F-Ph 


2-NHr4.Pym 


1 -Bu-2-Pr-4-(3,4-deH-Pip) 




2-2808 


4-F-Ph 


2-NHr4-Pym 


l-Phet-2-Pr-4-(3,4-deH-Pip) 




2-2809 


4-F-Ph 


2-NH 2 -4-Pym 


2-Bu-4-(3,4-deH-Pip) 


55 


2-2810 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-2-Bu-4-(3,4-deH-Pip) 



230 
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Compound 

No. 


R 1 


R 2 


R 3 




2-281 1 


4-F-Ph 


2-NH?-4-Pvm 

aw x iia^ • 1 rui 


1 -Et-2-Bu-4-(3,4-<ieH-Pip) 




2-2812 


4-F-Ph 


2-NH->-4-Pvm 

mm A ^1 12 1 1 JaaL 


l-Pr-2-Bu-4-(3 4-deH-Pip) 


10 


2-2813 


4-F-Ph 


2-NH->-4-Pvm 


1 2-diBu-4-(3,4-deH-Pip) 




2-2814 


4-F-Ph 

■T 1 ill 


2-MH-»-4-Pvm 

x.— x^ixi2 ™ 1 ym 


1 -Phet-2-Bu-4-(3,4-deH-Pip) 

A A 1IV« ^ 1 ^ \ J \^ / 




2-281 5 


4-F-Ph 


2-NH->-4-Pvm 


2-A11 vl-4-(3 ,4-deH-Pip) 


15 




4-F-Ph 


2-NH7-4-Pvm 


1 -Me-2-Allyl-4-(3,4-deH-Pip) 




2-281 7 


4-F-Ph 

"T 1 1 11 


2-NH -,-4-Pvm 


1 -Et-2- All vl-4-(3,4-deH-Pip) 


• 


2-281 8 


4-F-Ph 
■t 1 1 11 


2-NH^-4-Pvm 


l-Pr-2-Allvl-4-(3,4-deH-Pip) 

x xx Aw 1 ii* v 1 » » * ST / 


20 


2-281 Q 


4-F-Ph 


2-NH?-4-Pvm 


l-Bu-2-Allyl-4-(3,4-deH-Pip) 

x xw a my a r 5 ■ m J 




2-2820 


4-F-Ph 


2-NH 2 -4-Pym 


l-Phet-2-AUyl-4-(3,4-deH-Pip) 




2-2821 


4-F-Ph 


2-NH 2 -4-Pym 


2-Bn-4-(3,4-dcH-Pip) 


25 


2-2822 


4-F-Ph 


2-NH 2 -4-Pym 


l-Me-2-Bn-4-(3,4-deH-Pip) 




2-2823 


4-F-Ph 


2-NH 2 -4-Pym 


l-Et-2-Bn-4-(3,4-deH-Pip) 


- 


2-2824 


4-F-Ph 


2-NH 2 -4-Pym 


l-Pr-2-Bn-4-(3,4-deH-Pip) 




2-2825 


4-F-Ph 


2-NH»-4-Pvm 


l-Bu-2-Bn-4-(3.4-deH-Pipj 

X Jm^mm- mm AVAA * \ j » **w.A A A. 9 




2-2826 


4-F-Ph 


2-NH->-4-Pvm 

4>» 4 Till 


1 -Phet-2-Bn-4-(3 ,4-deH-Pip) 




2-2827 


4-F-Ph 


2-NH->-4-Pvm 

* iiii^ n 1 yin 


2-Phet-4-f3 4-deH-PiD , j 

mm At 14 W V r \— ^ 9 » ^4 VI A. A. * y* J 


35 


2-2828 


4-F-Ph 

*T A i 11 




1 -Me-2-Phet-4-G 4-deH-PiD^ 




2-2829 


4-F-Ph 


2-NH?-4-Pvm 


l-Et-2-Phet-4-C3,4-deH-Pip) 




2-2830 


4-F-Ph 


2-NH->-4-Pvm 

mm X ^ A. A^ ■ A. J*44 


1 -Pr-2-Phet-4-(3,4-deH-Pip) 


40 


2-2831 


4-F-Ph 


2-NH?-4-Pvm 


1 -Bu-2-Phet-4-(3 ,4-deH-Pip) 




2-2832 


4-F-Ph 


2-NH^-4-Pvm 


1 ,2-diPhet-4-(3 ,4-deH-Pip) 




2-2833 


4-F-Ph 


2-NHo-4-Pvm 

Ai J. ^ A A ^ ■ A Jill 


2-Me-4-(4,5-deH-Pip) 


45 


2-2834 


4-F-Ph 


2-NH2-4-Pym 


1 ^-diMe^^^S-deH-Pip) 




2-2835 


4-F-Ph 


2-NH 9 -4-Pvm 

A* JL ^ X X^ ■ X 1 111 


1 -Et-2-Me-4-(4,5-dcH-Pip) 




2-2836 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Pr-2-Me-4-(4,5-deH-Pip) 


50 


2-2837 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Bu-2-Me-4-(4,5-deH-Pip) 




2-2838 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Phet-2-Me-4-(4,5-deH-Pip) 




2-2839 


4-F-Ph 


2-NH 2 -4-Pym 


2-Et-4-(4,5-deH-Pip) 


55 


2-2840 


4-F-Ph 


2-NH2-4-Pym 


l-Mc-2-Et-4-(4,5-deH-Pip) 
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Compound 
No. 


R 1 


R 2 


R 3 




2-2841 


4-F-Ph 


2-NH^-4-Pvm 


1 2-diEt-4-i"4 5-deH-Pra* 




2-2842 


4-F-Ph 


2-NH->-4-Pvm 




10 


2-2843 


4-F-Ph 


2-NH>-4-Pvm 

^ lillj * X TX1X 


i*0u*« Cfi-*t— ^H,j"ucn — x ly/ 




2-2844 


4-F-Ph 


2-NH-»-4-Pvm 

1^112 * — jrxxx 


1 -Phet-2 -Ft 4 M S-deH-Pini 




2-2845 


4-F-Ph 


2-NH?-4-Pvm 

T A J AAA 


2-Pr-4-f4 S-dpH-Pini 
x-x i *t p,j"ucn r ip y 


15 


2-2846 


4-F-Ph 


2-NH 2 -4-Pym 


1 1TX& •« XT 1 *T— J-' UWJl"! *r*/ 




2-2847 


4-F-Ph 


2-NH?-4-Pvm 


l-Et-.2-Pr.4-f 4 5-deH-Pini 




2-2848 


4-F-Ph 


2-NH 2 -4-Pym 


1.2-diPr-4-f4 S-deH-Pirrt 


20 


2-2849 


4-F-Ph 


2-NH2-4-Pvm 


1 -Bu-2-Pr-4-f 4 S-deH-Pmi 

x — x-JU-x.— x I— T— y*r,«J— UCX71— X IL7 ^ 




2-2850 


4-F-Ph 


2-NH->-4-Pvm 

« I'ii^ ■ A Jill. 


1 -Phet-2-Pr-4-/'4 S-Hf»H-Pm\ 

A X XlWl-^-X l-*T— ^*T y «/— UCxl-X *P/ 




2-2851 


4-F-Ph 


2 -NH 7-4-Pvm 

X lllj T X Till 




25 


2-2852 


4-F-Ph 


2-NH-}-4-Pvm 

■*» X^XX 2 ^^ * J AlA 


* jvxc-x-ou-^-^H^-aciT-rip^ 




2-2853 


4-F-Ph 


2-NH->-4-Pvm 

^ X^IXX^— ^ *■ JfAAl 


i -x^i-x-jju-^t-\^,^-ucri-x^ip j 




2-2854 


4-F-Ph 


2-NH->-4-Pvm 

• 1^X12 • X JALA 




30 


2-2855 


4-F-Ph 


2-NH->-4-Pvm 

X^XX 2 • A J All 


1 *>-diPn /I (A ^ H^T4 Pi*^ 




2-2856 


4-F-Ph 


2-NH«»-4-Pvm 

a— x x x 2 ™ x y xii. 


1 -x ncL-x-ou-^-^,^-aert- < rip J 




2-2857 


4-F-Ph 


2-NH^-4-Pvm 

.*» llllj^ A J 111 


2- Allvl-xi./'d ^ H^T4 p;rk\ 


35 


2-2858 


4-F-Ph 


2-NH->-4-Pvm 


1 -ivic-x-/viiyi-H— ^H,^-ueri-x^ip ^ 




2-2859 


4-F-Ph 


2-NH>-4-Pvm 

• 1 XI *Z • * J All 


1 _Pt-'>- Allvl-xl //l 5 rif»U T>in\ 




2-2860 


4-F-Ph 


2-NH 2 -4-Pvm 




40 


2-2861 


4-F-Ph 


2-NH2-4-Pym 


1 -Bu-2-AUyl-4-(4,5-deH-Pip) 




2-2862 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Phet-2-Allyl-4-(4,5-deH-Pip) 




2-2863 


4-F-Ph 


2-NH 2 -4-Pym 


2-Bn-4-(4,5-deH-Pip) 


45 


2-2864 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Me-2-Bn-4-(4,5-deH-Pip) 




2-2865 


4-F-Ph 


2-NH2-4-Pym 


1 -Et-2-Bn-4-(4^-dcH-Pip) 




2-2866 


4-F-Ph 


2-NH2-4-Pym 


1 -Pr-2-Bn-4-(4^-deH-Pip) 


50 


2-2867 


4-F-Ph 


2-NH^Pym 


1 -Bu-2-Bn-H4,5-deH-Pip) 




2-2868 


4-F-Ph 


2-NH2-4-Pyin 


1 -Phet-2-Bn-4-(4,5-deH-Pip) 




2-2869 


4-F-Ph 


2-NH 2 -4-Pym 


2-Phet-4-(4,5-deH-Pip) 


55 


2-2870 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Mc-2-Phet-4-(4^-deH-Pip) 



232 
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No. 


R 1 


R 2 


R 3 




2-2871 


4-F-Ph 


2-NH 2 -4-Pym 


1 -Et-2-Phet-4-(4,5-deH-Pip) 




2-2872 


4-F-Ph 


2-NH;-4-Pym 


l-Pr-2-Phet-4-(4,5-deH-Pip) 


10 


2-2873 


4-F-Ph 


2-NH 2 -4-Pym 


l-Bu-2-Phet-4-(4,5-deH-Pip) 




2-2874 


4-F-Ph 


2-NH 2 -4-Pym 


l,2-diPhet-4-(4,5-deH-Pip) 




2-2875 


4-F-Ph 


2-MeNH-4-Pym 


H 2 N-CH 2 C(Me) 2 CH 2 


15 


2-2876 


4-F-Ph 


2-MeNH-4-Pym 


MeNH-CH 2 C(Me) 2 CH 2 




2-2877 


4-F-Ph 


2-MeNH-4-Pym 


EtNH-CH 2 C(Me) 2 CH 2 




2-2878 


4-F-Ph 


2-MeNH-4-Pym 


Me 2 N-CH 2 C(Me) 2 CH 2 


20 


2-2879 


4-F-Ph 


2-MeNH-4-Pym 


3-(3,4-deH-Pip) 




2-2880 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-3-(3,4-deH-Pip) 




2-2881 


4-F-Ph 


2-MeNH-4-Pym 


l-Et-4-(3,4-deH-Pip) 


25 


2-2882 


4-F-Ph 


2-MeNH-4-Pym 


l-Pr-4-(3,4-deH-Pip) 




2-2883 


4-F-Ph 


2-MeNH-4-Pym 


l-Pr-4-Pip 




2-2884 


4-F-Ph 


2-MeNH-4-Pym 


l-iPr-4-(3,4-deH-Pip) 


30 


2-2885 


4-F-Ph 


2-MeNH-4-Pym 


l-iPr-4-Pip 




2-2886 


4-F-Ph 


2-MeNH-4-Pym 


l-Bu-4-(3,4-deH-Pip) 




2-2887 


4-F-Ph 


2-MeNH-4-Pym 


l-tBu-4-(3,4-deH-Pip) 


35 


2-2888 


4-F-Ph 


2-MeNH-4-Pym 


l-Pn-4-(3,4-deH-Pip) 




2-2889 


4-F-Ph 


2-MeNH-4-Pym 


l-Hx-4-(3,4-deH-Pip) 




2-2890 


4-F-Ph 


2-MeNH-4-Pym 


l-Hp-4-(3,4-deH-Pip) 


40 


2-2891 


4-F-Ph 


2-MeNH-4-Pym 


l-Oc-4-(3,4-deH-Pip) 




2-2892 


4-F-Ph 


2-MejNJH -4->*ym 






2-2893 


4-F-Ph 


2-MeNH-4-Pym 


l-cPr-4-(3,4-deH-Pip) 


45 


2-2894 


4-F-Ph 


2-MeNH-4-Pym 


l-cPn-4-(3,4-deH-Pip) 




2-2895 


4-F-Ph 


2-MeNH-4-Pym 


l-cHx-4-(3,4-deH-Pip) 




2-2896 


4-F-Ph 


2-MeNH-4-Pym 


l-Bn-4-(3,4-deH-Pip) 


50 


2-2897 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phet-4-(3,4-deH-Pip) 




2-2898 


4-F-Ph 


2-MeNH-4-Pym 


1 -(3-Ph-Pr)-4-(3,4-deH-Pip) 




2-2899 


4-F-Ph 


2-MeNH-4-Pym 


1 -(4-Ph-Bu)-4-(3,4-deH-Pip) 


55 


2-2900 


4-F-Ph 


2-McNH-4-Pym 


l-Allyl-4-(3,4-deH-Pip) 



BNSDOCID: <EP 1243589A1_I_> 



: 233 



EP 1 243 589 A1 



5 
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R 1 


R 2 


R 3 




2-2901 


4-F-Ph 


2-MeNH-4-Pvm 

IvlWl « 1 A t 1 Till 


1 -Prnnarffvl-4-f 3 4~deH-Pirrt 




2-2902 


4-F-Ph 


2-MeNH-4-Pvm 


2_2 6 6-tetraMe-4~tt 4-deH-Pioi 

V)U^u>u aivic^t*^ jjT^uwi iyf ) 


m 
1U 


2-2903 


4-F-Ph 


2-MeNH-4-Pvm 

mm A ▼ A W.1 ^11 ■ A TUi 


Pin) 




2-2904 


4-F-Ph 


2-MeNH-4-Pym 


1-2.2 6 6-nentaMe-4~Pin 


15 


2-2905 


4-F-Ph 


2-MeNH-4-Pym 


7-f 1.2 3 5 6 8a-hexaH-Ind^ 




2-2906 


4-F-Ph 


2-MeNH-4-Pym 


7-fl 2 3 5 8 Sa-hexaH-Ind'l 




2-2907 


4-F-Ph 


2-MeNH-4-Pym 


7-octaH-Ind 


20 


2-2908 


4-F-Ph 


2-MeNH-4-Pym 


8-C1 3 4 6 7 9a-hexaH-2H-Oui i 

*■* \ 1 jJjTjUj » llbAOll All "Will 1 




2-2909 


4-F-Ph 


2-MeNH-4-Pvm 

4*lwA^.ll T A* J AAA 


8-f 13 4 6 9 9a-hexaH-2H-Oui^ 




2-2910 


4-F-Ph 


2-MeNH-4-Pym 


8-octaH-Oui 

w ill A Ui 


25 


2-2911 


4-F-Ph 


2-MeNH-4-Pvm 

1 w 1^*1 T 1» 1 T 1 T AAA 


2_2-diMe-4-(3 4-deH-Pirrt 




2-2912 


4-F-Ph 


2-MeNH-4-Pym 






2-2913 


4-F-Ph 


2-MeNH-4-Pym 


2J2-diMe-4-f4 5-deH.Pirrt 


30 


2-2914 


4-F-Ph 


2-MeNH-4-Pvm 

mw •* w AWX ill ■ 1. Till 


H 2-triMe-4-< r 4_5-deH-Pin> 




2-2915 


4-F-Ph 


2-MeNH-4-Pvm 

^» .i»i%*i ^ii ■ i j in 


2.6-diMe-44"* A-deH-Pml 




2-2916 


4-F-Ph 


2-MeNH-4-Pym 


1 J2 6-lriMe-4^5 4-deH-Pin^ 


35 


2-2917 


4-F-Ph 


2-MeNH-4-Pvm 

^11 T 1 Till 






2-2918 


4-F-Ph 


2-MeNH-4-Pym 


1 2-diMe-4-(3 4-deH-Pirrt 

*■ »^^^W^AV~"T~^«J > "T~VAG'AA~A 1U J 




2-2919 


4-F-Ph 


2-MeNH-4-Pym 


l-Et-2-Me-4-f3 4-deH-Pin* 


40 


2-2920 


4-F-Ph 


2-MeNH-4-Pym 


l-Pr-2-Me-4-n 4-deH-Pm^ 




2-2921 


4-F-Ph 


2-MeNH-4-Pym 






2-2922 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phet-2-Me-4-n 4^eH.Pmi 


45 


2-2923 


4-F-Ph 


2-MeNH-4-Pym 


2-Et-4-f3 4-deH-Pin^ 




2-2924 


4-F-Ph 


2-MeNH-4-Pym 






2-2925 


4-F-Ph 


2-MeNH-4-Pym 


l,2-diEt-4-<3,4-<leH-Pip) 


50 


2-2926 ; 


4-F-Ph 


2-MeNH-4-Pym 


1 -Pr-2-Et-4-(3,4-deH-Pip) 




2-2927 


4-F-Ph 


2-MeNH-4-Pym 


l-Bu-2-Et-4-(3,4-deH-Pip) 




2-2928 j 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phet-2-Et-4-(3,4-deH-Pip) 


55 


2-2929 


4-F-Ph 


2-MeNH-4-Pym 


2-Pr-4-(3,4-deH-Pip) 
— __ — , 
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5 


Compound 

No. 


R 1 


R 2 


R 3 






A P PVi 


7 \Af>Krtl-A Pvm 

z -xvi ciN n-*f -r yin 


1 -M f»-?-Pr-4-/"3 4-deH-Pirrt 




7 7G^1 


A P PVi 


z-.lv j cin n "f-r ym 


1 .Pu?-Pr-4-f ^ 4-deH-Piol 
i -jui-z-n ,*+-tiwxi-xr iyj 


10 


Z-Z50Z 


A P PVi 


z-ivi cin n -*t— r yii l 


1 9-diPr-4~n 4-deH-PiD> 




0 70^ 




z-ivicin n-*f -r ym 


1 p " ^> Pi- a a d.deH-Pin^ 

1 -X3ll"Z-A 1 \^ ,***Uti •* a *p/ 




7 7Q**il 


4 P PVi 

H~r -rn 


z-xvicx> xj-*r-r yin 


1 -Ph#»t-9-Pr-A-/"* 4-deH-Pin^ 
i -met z-r i— v„-*» ^ *■ A H/ 


15 




AJE PVi 


z-ivicrN n-*T-r yni 






9 9Q7A 


>l -p pu 

**-r -rn 


7 Avf*»VT4_d Pvm 


1 \A<* 9 Pn 4 H A-deH-Pirrt 
l -jvic-Z-du-h-^ j,*f-ucn-np; 




7 "7017 




z -ivi cin n-H -r ym 




20 


Z-ZiOo 


A_P PVi 


7 XX^XTU /I pvm 

z- jvi erNxi-*f -r jon 


j -rT-z-*5U~ t f-^^,*? , -*icri-r ipj 




7 7Q10 


A-P PVi 


z- jvic JMxi -r ym 


1 7_y4;Pit /i A-H^PT-PirA 

J ,Z-UlDU-*T-^j,*r-UCri-i 






A P PVi 

*r-r -rn 


z-jvicx\ri-^-rym 


i -rnci-z-i5U"^r-^^,*r-ucn-r ip^ 


25 


2-2*41 


A P PVi 


z -xviciNri-*Hr ym 


z - aj i y i-^r- ^ j ,*f-Qcn-rip j 




7 7Q/17 

z-zy**Z 


A P PVi 

4-r-rn 


z -ivi e jn ri-^r-r ym 


i 7 A llwl /1_/7 A„/1#»P^»Pin^ 

i -xvi c-z - J yx-^*- jH-ucn^r ip y 




7 7Q41 


A P PVi 


z «*ivx cin n -H-ryni 


l -ni-z- /\ixyi-'r-\ i «j,H— acn -r ip^ 


30 


7 7QA4. 


A-P PVi 

4-r-rn 


z -ivi eiN n -*f -r ym 


l -rT-z-zviiyi'-^r-v j,*r-ucri-r ip j 




7 7QA5 


AJPJPVi 

^+-r -rn 


z -ivi cin n-*t -rym 


i-Du-z-Aixyi-^T-^j^-uvii-ripy 




7 7Q21A 


A_P PVi 

*+-r -rn 


z -ivi cin n -*f -r ym 


l -r nci-z- 1 1 y i -*t-\ 3 ,*r-ucn-r ip j 


35 


7-9047 
z-zy*r / 


r -rn 


z-iviciN rj-*r-r ym 


z-jD1i-*t-^-> ,*T-ticn.-r ip ^ 




7.9QAS* 
Z-Zi»**o 


A P PVi 
**-r -rn 


z-iviciN n-*t -r ym 


1-M*»-9JRn-4-fT 4-deT4-Pi^ 




7 9QA0 


A P-PV» 
*r-r -rn 


z -jvic in n -*r-r ym 


i •ei*z*dii**t"\j •ucn -r ip j 


40 


2-2950 


4-F-Ph 


2-MeNH-4-Pym 


l-Pr-2-Bn-4-(3,4-deH-Pip) 




2-2951 


4-F-Ph 


2-MeNH-4-Pym 


l-Bu-2-Bn-4-(3,4-deH-Pip) 




2-2952 


4-F-Ph 


2-MeNH-4-Pym 


l-Phet-2-Bn-4-(3,4-deH-Pip) 


45 


2-2953 


4-F-Ph 


2-MeNH-4-Pym 


2-Phet-4-(3,4-deH-Pip) 




2-2954 


4-F-Ph 


2-MeNH-4-Pym 


1 -Me-2-Phet-4-(3,4-deH-Pip) 




2-2955 


4-F-Ph 


2-MeNH-4-Pvm 


l-Et-2-Phet-4-f3 4-deH-Pio'» 


50 


2-2956 


4-F-Ph 


2-MeNH-4-Pym 


1 -Pr-2-Phet-4-(3 ,4-deH-Pip) 




2-2957 


4-F-Ph 


2-MeNH-4-Pym 


l-Bu-2-Phet-4-(3,4-deH-Pip) 




2-2958 


4-F-Ph 


2-MeNH-4-Pym 


1 ^-diPhet-4-(3,4-deH-Pip) 


55 


2-2959 


4-F-Ph 


2-MeNH-4-Pym 


2-Me-4-(4,5-deH-Pip) 
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Compound 




R 2 


R 3 




2-2960 


4-F-Ph 


2-MeNH-4-Pvm 


1 ^-diMe-4-C4.5-deH-Pii)) 

* V» *AAa »1 W » \ ' »a*»a a A *jf / 




2-2961 


4-F-Ph 


2-MeNH-4-Pvm 

«■» 4.*i.Vi ^ X -1. » X T LXX 


l-Et-2-Me-4-<4 5-deH-PiD) 

1 A~< l -i- 1 »* w * \ ? v*wa i .x i yj w 


I u 


2-2962 


4-F-Ph 


2-MeNH-4-Pvm 


ill* itaw i ^ji/^iwii a iky j 




2-2963 


4-F-Ph 


2-MeNH-4-Pvm 


l-Bu-2-Me-4-f4 5-deH-PiD> 




2-2964 


4-F-Ph 


2-MeNH-4-Pym 


l-Phet-2-Me-4-(4 5-deH-PiD^ 


75 


2-2965 


4-F-Ph 


2-MeNH-4-Pvm 


2-Et-4-C4 5-deH-PiD^ 




2-2966 


4-F-Ph 


2-MeNH-4-Pvm 


l-Me-2-Et-4-f4 5-deH-Pirrt 




2-2967 


4-F-Ph 


2-MeNH-4-Pvm 


1.2-diEt-4-f4 5-deH-Pitrt 

A ?Aw^VHA»<»- t y-J UVil »Z kVjfj 


20 


2-2968 


4-F-Ph 


2-MeNH-4-Pvm 

X^X^^X ^ A- X f X T1X« 


l-Pr-2-Et-4-(4 5-deH-Prrrt 

1 * 1 * l»v 1 j— ' \lwl A X 11/ 1 




2-2969 


4-F-Ph 


2-MeNH-4-Pvm 

X ▼ X^^X ^ X* A T X TIAM 


l-Bu-2-Et-4-(4 5-deH-Pin^ 

* A_>U A. A^t ~ UW11 1 




2-2970 


4-F-Ph 


2-MeNH-4-Pvm 

*»X^*X 'XX X Till 


l-Phet-2-Et-4-(4 S-deH-Pin« 

1 X 11WI A~ Ammmd \ '"1 I VI Wl 1 1 11/ 1 


25 


2-297 I 


4-F-Ph 


2-MeNH-4-Pvm 


2-Pr-4-f4 5-deH-Pirri 




2-2972 


4-F-Ph 


2-MeNH-4-Pvm 

X» *»1W1 1 A.A X Till 


l-Me-2-Pr-4-C4 S-deH-Pirrt 

i J»iw *- i i t ^~ jJ ut<ii i rj 




2-2973 


4-F-Ph 


2-MeNH-4-Pvm 

^» A tIVA ~ X X^^^ X TAXI 


1 -Et-2-Pr-4-/4 S-deH-Pin^ 


30 


2-2974 


4-F-Ph 


2-MeNH-4-Pvm 


l-2-diPr-4-<4 5-deH-Pirrt 

1 fcAlA X t^^— )i/ U61 A A 1L/ y 




2-2975 | 


4-F-Ph 


2-MeNH-4-Pvm 






2-2976 


4-F-Ph 


2-MeNH-4-Pvm 


1 -Phet-?-Pr-4-< r 4 S-HpT4-Pm. 


35 


2-2977 


4-F-Ph 


2-MeNH-4-Pvm 

X»X»^X ~ X X V X T XX 1 


2-Bii-4-/4 ^-rfeH-Pin^ ! 

X JJU" t T , ^*t ) J*UCli w i lp J 




2-2978 


4-F-Ph 


2-MeNH-4-Pvm 

^aa. r a Jill 


l-Me-2-Bu-4-r4 




2-2979 i 


4-F-Ph 


2-MeNH-4-Pvm 

x»x*^x ™ X. X » X T Hi 


l-Et-2-Bu-4-r4 S-HpK-Pin^ 


40 


2-2980 


4-F-Ph 


2-MeNH-4-Pvm 

' A^AWA^A,* r A Till 


1 -Pr-2-Bu-4-f4 ^.HeW-Pin^ 




2-298 1 


4-F-Ph 


2-MeNH-4-Pvm 

l"lvl A A T 111 


1 2-diBu-4-^4 S-HpH-Pi^ 




2-2982 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phet-2-Bu-4-(4 S-deH-Ptn^ 


45 


2-2983 


4-F-Ph 


2-MeNH-4-Pym 


2-Allvl-4-r4 5-deH-Pini 




2-2984 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Allvl-4-^4 S-rfeH-Pin^ 




2-2985 


4-F-Ph 


2-MeNH-4-Pym 


1 -Et-2-Allyl-4-(4,5-deH-Pip) 


50 


2-2986 


4-F-Ph 


2-MeNH-4-Pym 


1 -Pr.2.Allyl-4-(4,5-deH-Pip) 




2-2987 ■ 


4-F-Ph 


2-MeNH-4-Pym 


l-Bu-2-Allyl-4-(4 > 5-deH-Pip) 




2-2988 


4-F-Ph 


2-MeNH-4-Pym 


1 -Phet-2-Allyl-4-(4^-deH-Pip) 


55 


2-2989 


4-F-Ph 


2-MeNH-4-Pym 


2-Bn-4-(4,5-deH-Pip) 



236 
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5 


Compound 

No. 


nl 

K 


V 2 

K. 


Jv 




2-2990 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Bn-4-(4,5-deH-Pip) 




2-2991 


4-F-Ph 


2-MeNH-4-Pym 


l-Et-2-Bn-4-(4.5-deH-Pip) 


10 


2-2992 


4-F-Ph 


2-MeNH-4-Pym 


1 -Pr-2-Bn-4-(4,5-deH-Pip) 




2-2993 


4-F-Ph 


2-MeNH-4-Pym 


l-Bu-2-Bn-4-(4,5-deH-Pip) 




2-2994 


4-F-Ph 


2-MeNH-4-Pym 


l-Phet-2-Bn-4-(4,5-deH-Pip) 


15 


2-2995 


4-F-Ph 


2-MeNH-4-Pym 


2-Phct-4-(4^-deH-Pip) 




2.-2996. 


4-F-Ph 


2-MeNH-4-Pym 


l-Me-2-Phet-4-(4,5-deH-Pip) 




2-2997 


4-F-Ph 


2-MeNH-4-Pym 


l-Et-2-Phet-4-(4,5-deH-Pip) 


20 


2-2998 


4-F-Ph 


2-MeNH-4-Pym 


1 -Pr-2-Phet-4-(4,5-deH-Pip) 




2-2999 


4-F-Ph 


2-MeNH-4-Pym 


1 -Bu-2-Phet-4-(4,5-deH-Pip) 




2-3000 


4-F-Ph 


2-MeNH-4-Pym 


1.2-diPhet-4-(4,5-deH-Pip) 


25 


2-3001 


4-F-Ph 


2-NH2-4-Pyr 


H 2 N-CH 2 C(Me) 2 CH 2 




2-3002 


4-F-Ph 


2-NH 2 -4-Pyr 


MeNH-CH 2 C(Me) 2 CH 2 




2-3003 


4-F-Ph ; 


2-NH 2 -4-Pyr 


EtNH-CH 2 C(Me) 2 CH 2 


30 


2-3004 


4-F-Ph 


2-NH 2 -4-Pyr 


Me 2 N-CH 2 C(Mc) 2 CH 2 




2-3005 


4-F-Ph 


2-NH 2 -4-Pyr 


3-(3,4-deH-Pip) 




2-3006 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-3-(3,4-deH-Pip) 


35 


2-3007 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Et-4-(3,4-deH-Pip) 




2-3008 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-4-(3,4-deH-Pip) 




2-3009 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-4-Pip 


40 


2-3010 


4-F-Ph 


2-NH 2 -4-Pyr 


l-iPr-4-(3,4-deH-Pip) 




2-3011 


4-F-Ph 


2-NH 2 -4-Pyr 


l-iPr-4-Pip 




2-3012 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Bu-4-(3,4-deH-Pip) 


45 


2-3013 


4-F-Ph 


2-NH 2 -4-Pyr 


l-tBu-4-(3,4-deH-Pip) 




2-3014 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pn-4-(3,4-deH-Pip) 




2-3015 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Hx-4-(3,4-deH-Pip) 


50 


2-3016 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Hp-4-(3,4-deH-Pip) 




2-3017 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Oc-4-(3,4-deH-Pip) 




2-3018 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Nn-4-(3,4-deH-Pip) 


55 


2-3019 


4-F-Ph 


2-NH 2 -4-Pyr 


l-cPr-4-(3,4-deH-Pip) 



^237 
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5 


Compound 
No. 


R' 


R : 


R 3 




2-3020 


4-F-Ph 


2-NH 2 -4-Pyr 


l-cPn-4-H 4.-deH-Pini 




2-3021 


4-F-Ph 


2-NH>-4-Pvr 


i "vxxa*^"^ j,*f-ucn*r lp ) 


1 u 


2-3022 


4-F-Ph 


2-NH?-4-Pvr 






2-3023 


4-F-Ph 


2-NH>-4-Pvr 

^ x ^ * x.jr i x yi 






2-3024 


4-F-Ph 


2-NH 2 -4-Pyr 


l-H-Ph-Pri-d-H £-A(*U Pir^ 
* v-^ rn n^^j jH-ucn -x ip ) 


15 


2-3025 


4-F-Ph 


2-NH 2 -4-Pyr 


l-(4-Ph-Bu)-4-(3,4-dcH-Pip) 




2-3026 


4-F-Ph 


2-NH->-4-Pvr 


i-™iyi-*f-^,*f»aeti-i^ip ) 




2-3027 


4-F-Ph 


2-NH 2 -4-Pyr 




20 


2-3028 


4-F-Ph 


2-NH 2 -4~Pyr 






2-3029 


4-F-Ph 


2-NH 2 -4-Pyr 


rip; 


25 


2-3030 


4-F-Ph 


2-NH?-4-Pvr 


i ^^,o,o-pcniaivie-*f-r ip 




2-3031 


4-F-Ph 


2-NH?-4-Pvr 


' "V. l »^»^»^>o,oa-nexari-iiiaj 




2-3032 


4-F-Ph 


2-NH:>-4-Pvr 


7/1 9 Q < o O- L_ vo Tj T_ J\ 


in 


2-3033 


4-F-Ph 


2-NH?-4-Pvr 


7-Tkrt;»T>I_T«r? 1 
/ ^vlaXx-illLI 




2-3034 


4-F-Ph 


2-NH?-4-Pvr 






2-3035 


4-F-Ph 


2-NH?-4-Pvr 




JO 


2-3036 


4-F-Ph 


2-NH7-4-Pvr 






2-3037 


4-F-Ph 


2-NH 2 -4-Pvr 






2-3038 


4-F-Ph 


2-NH?-4-Pyr i 

i 


1 9 ^ TriMp A (7 A-Af*U p;-,\ 1 


40 


2-3039 


4-F-Ph 


2-NH 7 -4-Pvr 


•UUYlC-*f-^*4 , «> -acil-lr lp^ 




2-3040 


4-F-Ph 


2-NH->-4-Pvr 


i ^♦x~uXLvic^-^,3^erl-i^ip ^ 




2-3041 


4-F-Ph 


2-NH 2 -4-Pyr 




45 


2-3042 


4-F-Ph 


2-NH 2 -4-Pyr 


1 0 ^tri\A f»~^fX A-AtxXJ p;«%\ 




2-3043 


4-F-Ph 


2-NH 2 -4-Pyr 


x iYic-***^o > «f-Qen-irip < j 




2-3044 


4-F-Ph 


2-NH 2 -4-Pyr 


U-diMe-4-(3,4-deH-Pip) 


50 


2-3045 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Me-4-(3,4-deH-Pip) 




2-3046 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-2-Me-4-(3,4-<leH-Pip) 




2-3047 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Bu-2-Mc-4-(3,4-deH-Pip) 


55 


2-3048 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Phet-2-Me-4-(3,4-deH-Pip) 
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5 


Compound 
No. 


K 


K. 


R 3 




2-3049 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Et-4-(3,4-dcH-Pip) 




2-3050 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-2-Et-4-(3,4-deH-Pip) 


10 


2-3051 


4-F-Ph 


2-NH 2 -4-Pyr 


1 ,2-diEt-4-(3,4-deH-Pip) 




2-3052 


4-F-Ph 


2-NH2-4-Pyr 


l-Pr-2-Et-4-(3,4-deH-Pip) 




2-3053 


4-F-Ph 


2-NHr4-Pyr 


1 -Bu-2-Et-4-(3,4-deH-Pip) 


15 


2-3054 


4-F-Ph 


2-NH2-4-Pyr 


l-Phet-2-Et-4-(3,4-deH-Pip) 




2-3055 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Pr-4-(3,4-deH-Pip) 




2-3056 


4-F-Ph 


2-NHr4-Pyr 


l-Me-2-Pr-4-(3,4-deH-Pip) 


20 


2-3057 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Et-2-Pr-4-(3,4-deH-Pip) 




2-3058 


4-F-Ph 


2-NH 2 -4-Pyr 


U-diPr-4-(3,4-deH-Pip) 




2-3059 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Bu-2-Pr-4-(3,4-deH-Pip) 


25 


2-3060 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Phet-2-Pr-4-(3,4-deH-Pip) 




2-3061 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Bu-4-(3,4-deH-Pip) 




2-3062 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-2-Bu-4-(3,4-deH-Pip) 


30 


2-3063 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Et-2-Bu-4-(3,4-deH-Pip) 




2-3064 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-2-Bu-4-(3,4-deH-Pip) 




2-3065 


4-F-Ph 


2-NH 2 -4-Pyr 


l,2-diBu-4-(3,4-deH-Pip) 


35 


2-3066 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Phet-2-Bu-4-(3,4-deH-Pip) 




2-3067 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Allyl-4-(3,4-deH-Pip) 




2-3068 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-2-Allyl-4-(3,4-deH-Pip) 


40 


2-3069 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Et-2-Allyl-4-(3,4-deH-Pip) 




2-3070 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-2-Allyl-4-(3,4-deH-Pip) 




2-3071 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Bu-2-Allyl-4-(3,4-deH-Pip) 


45 


2-3072 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Phct-2-Allyl-4-(3,4-deH-Pip) 




2-3073 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Bn-4-(3.4-deH-Pip) 




2-3074 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-2-Bn-4-(3,4-deH-Pip) 


50 


2-3075 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Et-2-Bn-4-(3,4-deH-Pip) 




2-3076 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-2-Bn-4-(3,4-deH-Pip) 




2-3077 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Bu-2-Bn-4-(3,4-deH-Pip) 


55 


2-3078 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Phet-2-Bn-4-(3,4-deH-Pip) 
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Compound 
No. 


R" 


R : 


R 3 




*r-r -rn 


"> XTTJ. < Tt._ 










1 XjTa O DL B i A 11 A A all T)~.*\ 

1 -M e-2-rtiei-4-(3 ,4-aen-rjp ) 


2-3081 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Phet-4-(3 ,4-deH-Pip) 


2-3082 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Pr-2-Phet-4-(3 ,4-deH-Pip) 


2-3083 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Bu-2-Phet-4-(3,4-deH-Pip) 


2-3084 


4-F-Ph 


2-NH 2 -4-PyT 


l,2-diPhet-4-(3,4-deH-Pip) 


2-3085 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Me-4-(4,5-deH-Pip) 






O XTTJ >1 p. _ 

z-iNrT^^-i yr 


1 ^-aiMe-4-(4 > 5-deH-Pip) 




4-F-Ph 




J -iii-2-Me-4-(4,5-deri-Pip) 


ZOv/Oo 






"1 ^ > 4" ^ 4 />i C J _T T TV* \ 

1 -Pr-2-Me-4-{4,5-aeH-Pip) 


2ousy 




*> XTTJ A p,_ 


1 -Bu-2-Me-4-(4,5-deH-Pip) 






0 XTTJ yl p.-. 


1 -Phet-2-Me-4-(4,5-aeH-Pip) 




m t: pv. 




2-Et-4-(4,5-deH-Pip) 




4-F-Ph 




1 -Me-2-Et-4-(4,5-deH-Pip) 




A_I?_pU 

*r— .r n 


*> XTTJ A P*«. 


1 O J *TT ▲ A /A C J T T T*k * \ 

1 ,2-aiEt-4-(4 t 5-deH-Pip) 




4 T? Ph 


7 XTTJ >j p,_. 


l -Pr-2-Et-4-(4,5-deH-Pip) 


2-309S 




~) XTTJ /I Dtir 


1 -Bu-2-Et-4-(4,5-deH-Pip) 




/i it pu 


*> XTTJ 4_Px«. 

2-JNii2-4-.ryr 


1 T*l_ T"? * A i A C J _T T TA " \ 

1 -Phet-2-Et-4-(4,5-aeH-Pip) 


2-3097 


4-F-Ph 


7 -XTTJ- A_T>\fr 


7 A SA G J„TJ tj- \ 

2-Pr-4-(4,5-aeii-Pip) 


2-3098 


4-F-Ph 


O XTTJ- A-p w 


1 K jf — . *i T4— Jl /AS ~1 T T*» * \ 

1 -Mc-2-rr-4-(4,5-aeH-Pip) 


2-3099 


4-F-Ph 


z - in ii2-*f-i'yr 


1 -c,t-2-rr-4-(4 ? 5 -aeH-Pip) 


2-31 Of) 

/L J X \J\J 


4-F-Ph 


*7 XTT-J _ A_py— 

z -in ri2-^Hxyr 


1 ^-aiPr-4-(4,5-aeH-Pip) 


2-3101 


4-F-Ph 
^r _ r ii 


^-iNri2-*r-x'yr 


1 -i3U-2-rr-4-(4,5-aeH-Pip) 


2-3102 


4-F-Ph 




1 DUa« U— /I /AC JaTI Tl* \ 

1 -Pnet-2-Pr-4-(4,5-deH-Pip) 




4-F-Ph 


*> XTTJ AJV^rr 


2-Bu-4-(4p-deH-Pip) 


2-3104 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-2-Bu-4-/4 5-deH-Pio^ 


2-3105 


4-F-Ph 


2-NH2-4-Pyr 


l-Et-2-Bu-4-(4^-deH-Pip) 


2-3106 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-2-Bu-4-(4^-deH-Pip) 


2-3107 


4-F-Ph 


2-NH 2 -4-Pyr 


l,2-diBu-4-(4,5-deH-Pip) 


2-3108 


4-F-Ph 


2-NH2-4-Pyr 


l-Phet-2-Bu-4-(4,5-deH-Pip) 
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Compound 

No. 


K 


In. 


R 3 




2-3109 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Allyl-4-(4,5-deH-Pip) 




2-3110 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-2-Allyl-4-(4 t 5-deH-Pip) ' 


10 


2-3111 


4-F-Ph 


2-NHr4-Pyr 


l-Et-2-Allyl-4-(4 f 5-deH-Pip) 




2-3112 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-2-Allyl-4-(4,5-deH-Pip) 




2-3113 


4-F-Ph 


2-NH2-4-Pyr 


l-Bu-2-Allyl-4-(4,5-deH-Pip) 


15 


2-3114 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Phet-2-Allyl-4-(4,5-dcH-Pip) 




2-3115 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Bn-4-(4,5-deH-Pip) 




2-3116 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-2-Bn-4-(4,5-deH-Pip) 


20 


2-3117 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Et-2-Bn-4-(4,5-deH-Pip) 




2-3118 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-2-Bn-4-(4,5-deH-Pip) 




2-3119 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Bu-2-Bn-4-(4,5-deH-Pip) 


25 


2-3120 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Phet-2-Bn-4-(4,5-deH-Pip) 


... 


2-3121 


4-F-Ph 


2-NH 2 -4-Pyr 


2-Phet-4-(4,5-deH-Pip) 


- 


2-3122 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Me-2-Phet-4-(4,5-deH-Pip) 


30' 


2-3123 


4-F-Ph 


2-NH 2 -4-Pyr 


1 -Et-2-Phet-4-(4,5-deH-Pip) 




2-3124 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Pr-2-Phet-4-(4,5-deH-Pip) 


•- 


2-3125 


4-F-Ph 


2-NH 2 -4-Pyr 


l-Bu-2-Phet-4-(4,5-deH-Pip) 


35 


2-3126 


4-F-Ph 


2-NH 2 -4-Pyr 


l,2-diPhet-4-(4,5-deH-Pip) 




2-3127 


4-F-Ph 


2-MeNH-4-Pyr 


H 2 N-CH 2 C(Me) 2 CH 2 




2-3128 


4-F-Ph 


2-MeNH-4-Pyr 


MeNH-CH 2 C(Me) 2 CH 2 


40 


2-3129 


4-F-Ph 


2-MeNH-4-Pyr 


EtNH-CH 2 C(Me) 2 CH 2 




2-3130 


4-F-Ph 


2-MeNH-4-Pyr 


Me 2 N-CH 2 C(Me) 2 CH 2 




2-3131 


4-F-Ph 


2-MeNH-4-Pyr 


3-(3,4-deH-Pip) 


45 


2-3132 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-3-(3,4-deH-Pip) 




2-3133 


4-F-Ph 


2-MeNH-4-Pyr 


l-Et-4-(3,4-deH-Pip) 




2-3134 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr-4-(3,4-deH-Pip) 


50 


2-3135 


4-F-Ph 


2-MeNH-4-Pyr 


l.Pr-4-Pip 




2-3136 


4-F-Ph 


2-MeNH-4-Pyr 


l-iPr-4-(3,4-deH-Pip) 




2-3137 


4-F-Ph 


2-MeNH-4-Pyr 


l-iPr-4-Pip 


55 


2-3138 


4-F-Ph 


2-MeNH-4-Pyr 


l-Bu-4-(3,4-deH-Pip) 
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5 


Compound 
No. 


R 1 


R 2 


R 3 






4-F-Ph 


9-X/f#0\TH-4-T>vr 
^-ivici\pi-*f-pyi 


J -lDU-^^,^-uepl-Jrlp J 




X* D 1 HU 


4-F-Ph 


7 \At*tsTUX-AT>\rr 


i-pn-4-p,4-aerl-pip; 


in 
1 u 


7-"* 141 
X- _J I *T I 


4-F-Ph 


7 XX^XTT-I . A \*\rr 
Z-JVICl>Pl-*f-P^T 


J -pix-4-(J,4-aerl-pip j 






4 F-Ph 
H-P -.Til 


z - jvieiNri -H-i* yr 


1 -rlp-4-(3 ,4-aeH-Fip) 






4-F-Ph 

*r-P i 11 


z - jvi eiNpi -*f-pyr 


1 -\Jc-4-(i,4-aeri-p , ip) 


1 o 




4-F-Ph 
*r-P 'X 11 


x-ivierNpi-*f-pyr 


1 XxT— » A £1 A J .IT Til \ 

J -xNxl-4-(3,4-aeH-Fip) 




7-3145 


4_F-Ph 


x-ivi e in rl -**—p yr 


1 -crr-4-(3,4-aeH-Pip) 




7-3146 


4-F-Ph 

P~X 11 


z-j^aclNrl-4-pyr 


1 -cf*n-4-(3,4-aeii-rip) 


£U 




4_F Ph 


7 XvTaXTLJ /I "D, 

Z'ivieiNpi-*4-pyr 


1 -cHx-4-(3,4-deH-Pip) 




7.3 14R 


4.F Ph 


x -ivieiNxl-4-pyr 


1 -Bn-4-(3,4-deH-Pip) 




2-114Q 


4-F-Ph 


7 \/f *»XTLJ_<4 "Dipt 


1 -Pnet-4-(3 ,4-aeH-Pip) 


25 


7-31 50 


4-F-Ph 


x -ivi e in pi **+-r yr 


1 -(3-Ph-Pr)-4-(3,4-deH-Pip) 




2-3151 


4-p-rn 


■» X VTTT J T> 

2-MeNH-4-Pyr 


1 -(4-Ph-Bu}-4-(3 AdeH-Pip) 




2-31 52 


4-F Ph 
*r-p-pn 


x-ivieiNri-4-pyr 


1 -AlIyl-4-(3,4-deH-Pip) 


<JU 


7-31 53 


4-F Ph 

h-p -rn 


x-M.eNrl-4-pyr 


1 -Propargyl-4-(3 ,4-deH-Pip) 




7-11 ^4 
XO 1 DH 


4 F Ph 


2-MeNH-4-Pyr 


2,2,6,6-tetraMe-4*(3,4-deH-Pip) 




7-31 55 


4-F Ph 


^-MeNli-4-Pyr 


1 ,2 ,2,6,6-pentaM e-4-(3 ,4-deH- 










Pip) 




2-3 156 


4-F-Ph 

*T-P-P1I 


9 v4/fcXTti_4 tv,— 
z-xvieiN ri-*f-pyr 


1 ^ ^ ^ AZ - ^ * ... it TA" 

1 ^,2,6,6-pentaMe-4-Pip 




2-3157 


4-F-Ph 


z -jvi ciN pi -*f-pyr 


7 -( 1 ,2,3 ,5,6, oa-nexaH-Ind) 




2-3158 


4-F-Ph 


x-xViexNri -*f -p yr 


7-(l^,3,5,o,oa-nexaH-Ind) 




2-31 50 


4-F-Ph 

■♦•P "PH 


7 Xjf aXTXJ >1 T), _ 

x-ivi elN rl -4-pyr 


7-octaH-Ind 




2-3160 


4-F-Ph 

™ X X 11 


x-iviciN ri-*f-p yr 


o-tl ,3,4,o,7,9a-hexaH-2H-Qui) 


45 


2-3161 


4-F-Ph 


z-ivi eiN pi-*f-pyr 


b-( 1 ,3 ,4 ^jy^a-hcxafi^H-Qui) 




2-3162 


4-F.Ph 

^^x — X XI 


z-ivieiN pi -^r-x yr 


o-octarl-yiu 




2-3163 


4-F-Ph 


2-MeNH-4-Pvr 


7 7-t1iMp-4-/'^ 4-H^T4-Pit\i 

X.,X-\X1IVXC"^t— ,*T— U.CPi-Pip ^ 


50 


2-3164 


4-F-Ph 


2-MeNH-4-Pyr 


U^-triMe-4-(3,4-deH-Pip) 




2-3165 


4-F-Ph 


2-MeNH-4-Pyr 


2^-diMe-4-(4,5-deH-Pip) 




2-3166 


4-F-Ph 


2-MeNH-4-Pyr 


l^^-triMe-4-(4,5-deH-Pip) 


55 


2-3167 


4-F-Ph 


2-MeNH-4-Pyr 


2,6-diMe-4-(3,4-deH-Pip) 
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Compound 
No. 


K 


XV 


R 3 




2-3168 


4-F-Ph 


2-MeNH-4-Pyr 


l,2,6-tiiMe-4-(3,4-deH-Pip) 




2-3169 


4-F-Ph 


2-MeNH-4-Pyr 


2-Me-4-(3,4-deH-Pip) 


10 


2-3170 


4-F-Ph 


2-MeNH-4-Pyr 


l,2-diMe-4-(3,4-deH-Pip) 




2-3171 


4-F-Ph 


2-MeNH-4-Pyr 


l-Et-2-Me-4-(3,4-deH-Pip) 




2-3172 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr-2-Me-4-(3,4-deH-Pip) 


15 


2-3173 


4-F-Ph 


2-MeNH-4-Pyr 


l-Bu-2-Me-4-(3,4-deH-Pip) 




2-3174 


4-F-Ph 


2-MeNH-4-Pyr 


l-Phet-2-Me-4-(3,4-deH-Pip) 




2-3175 


4-F-Ph 


2-MeNH-4-Pyr 


2-Et-4-(3 ,4-deH-Pip) 


20 


2-3176 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-2-Et-4-(3,4-deH-Pip) 




2-3177 


4-F-Ph 


2-MeNH-4-Pyr 


l,2-diEt-4-(3,4-deH-Pip) 




2-3178 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pr-2-Et-4-(3,4-deH-Pip) 


25 


2-3179 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Bu-2-Et-4-(3,4-deH-Pip) 


■ 


2-3180 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Et-4-(3 ,4-deH-Pip) 




2-3181 


4-F-Ph 


2-MeNH-4-Pyr 


2-Pr-4-(3,4-deH-Pip) 


30 


2-3182 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-2-Pr-4-(3,4-deH-Pip) 




2-3183 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Et-2-Pr-4-(3,4-dcH-Pip) 




2-3184 


4-F-Ph 


2-MeNH-4-Pyr 


U-diPr-4-(3,4-deH-Pip) 


35 


2-3185 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Bu-2-Pr-4-(3,4-deH-Pip) 




2-3186 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Pr-4-(3,4-deH-Pip) 




2-3187 


4-F-Ph 


2-MeNH-4-Pyr 


2-Bu-4-(3,4-deH-Pip) 


40 


2-3188 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-2-Bu-4-(3,4-deH-Pip) 




2-3189 


4-F-Ph 


2-MeNH-4-Pyr 


l-Et-2-Bu-4-(3,4-deH-Pip) 




2-3190 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr-2-Bu-4-(3,4-deH-Pip) 


45 


2-3191 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2-diBu-4-(3,4-deH-Pip) 




2-3192 


4-F-Ph 


2-MeNH-4-Pyr 


l-Phet-2-Bu-4-(3,4-deH-Pip) 




2-3193 


4-F-Ph 


2-MeNH-4-Pyr 


2-Allyl-4-(3,4-deH-Pip) 


50 


2-3194 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-2-Allyl-4-(3,4-deH-Pip) 




2-3195 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Et-2- Allyl-4-<3,4-deH-Pip) 


55 


2-3196 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr-2-Allyl-4-(3,4-deH-Pip) . . 
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Compound 

No. 


R 1 


R 2 


R 3 


2-3197 


4-F-Ph 


2-MeNH-4-Pyr 


l-Bu-2-AJlvl-4-f3 4-deH-Piol 


2-3198 


4-F-Ph 


2-MeNH-4-Pyr 


UPhet-2-Allvl-4-G 4-deH-PiD} 


2-3199 


4-F-Ph 


2-MeNH-4-Pyr 


2-Bn-4-f3 4-deH-PiD} 


2-3200 


4-F-Ph 


2-MeNH-4-Pyr 


X "iTl "01 y %/ j"t"U Wl 1*1 Y ) 


2-3201 


4-F-Ph 


2-MeNH-4-Pyr 


l-Et-2-Bn-4-< , 3 4-deH-Pin^ 


2-3202 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pr-2-Bn-4~n 4-deH-Pirrt 


2-3203 


4-F-Ph 


2-MeNH-4-Pyr 


l-Bu-2-Bn-4-(3 4-deH-Pin} 


2-3204 


4-F-Ph 


2-MeNH-4-Pyr 


l-Phet-2-Bn-4-f3 4-deH-Pir>i 


2-3205 


4-F-Ph 


2-MeNH-4-Pyr 


2-Phet-4-(3 4-deH-Pit^ 


2-3206 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-2-Phet-4-n 4-deH-Pro} 


2-3207 


4-F-Ph 


2-MeNH-4-Pvr 


1 X-'V 1 Ul«l ^J,"t Utl 1 X 1IJ 1 


2-3208 


4-F-Ph 


2-MeNH-4-Pvr 

ill 1 x y A 


1 -Pr-2-Phet-4-^ 4-HeT4-Pin* 


2-3209 


4-F-Ph 


2-MeNH-4-Pvr 

■* w A vX ill " 1 T* 




2-3210 


4-F-Ph 


2-MeNH-4-Pvr 

• *»iwi ill i i y i 


1 2-diPViet-4~n 4-deH-Pin^ 
i uii iivi"*r*^j ,*f-ucn-np j 


2-3211 


4-F-Ph 


2-MeNH-4-Pyr 


2-Me-4-(4 t 5-deH-Pip) 


2-3212 


4-F-Ph 


2-MeNH-4-Pyr 


U-diMe-4-(4,5-dcH-Pip) 


2-3213 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Et-2-Me-4-(4,5-deH-Pip) 


2-3214 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pr-2-Me-4-(4,5-deH-Pip) 


2-3215 ; 


4-F-Ph 


2-MeNH-4-Pyr 


l-Bu-2-Me-4-(4,5-deH-Pip) 


2-3216 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Me-4~f4 

1 1 IX w k ^ 1T1W T ^^jJ^lCll 1 IU 1 


2-3217 


4-F-Ph 


2-MeNH-4-Pyr 


2-Et-4~f4_5-deH-Pin , l 


2-3218 


4-F-Ph 


2-MeNH-4-Pyr 


] -Me-2-Et-4-f4 5-rieH-Pirrt 


2-3219 


4-F-Ph 


2-MeNH-4-Pyr 


1.2-diEt-4-f4 5-d^TT-Pin^ ! 

l •U.lx_/l~*T^*»,.J-vK7rx "x ip y 


2-3220 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr-2-Et-4-f4 5-deH-Pini 


2-3221 


4-F-Ph 


2-MeNH-4-Pyr 


I -Bu-2-Et-4-f4 S-deH-Pmi 


2-3222 


4-F-Ph 


2-MeNH-4-Pyr 


l-Phet-2-Et-4-(4 > 5-deH-Pip) 


2-3223 


4-F-Ph 


2-MeNH-4-Pyr 


2-Pr-4-(4,5-deH-Pip) i 


2-3224 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-2-Pr-4-(4,5-deH-Pip) 


2-3225 


4-F-Ph 


2-MeNH-4-Pyr 


l-Et-2-Pr-4-(4,5-deH-Pip) 


2-3226 


4-F-Ph 


2-McNH-4-Pyr 


!,2-diPr-4-(4,5-deH-Pip) 
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Compound 
No. 


ft 1 


R 2 


R 3 




2-3227 


4-F-Ph 


2-MeNH-4-Pyr 


l-Bu-2-Pr-4-(4,5-deH-Pip) 




2-3228 


4-F-Ph 


2-MeNH-4-Pyr 


l-Phet-2-Pr-4-(4,5-deH-Pip) 


10 


2-3229 


4-F-Ph 


2-MeNH-4-Pyr 


2-Bu-4-(4,5-deH-Pip) 




2-3230 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-2-Bu-4-(4,5-deH-Pip) 




2-3231 


4-F-Ph 


2-MeNH-4-Pyr 


l-Et-2-Bu-4-(4,5-deH-Pip) 


15 


2-3232 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr-2-Bu-4-(4,5-deH-Pip) . 




2-3233 


4-F-Ph 


2-MeNH-4-Pyr 


l,2-diBu-4-(4,5-deH-Pip) 




2-3234 


4-F-Ph 


2-MeNH-4-Pyr 


l-Phet-2-Bu-4-(4,5-deH-Pip) 


20 


2-3235 


4-F-Ph 


2-MeNH-4-Pyr 


2-Allyl-4-(4 T 5-deH-Pip) 




2-3236 


4-F-Ph 


2-MeNH-4-Pyr 


l-Me-2-Allyl-4-(4,5-deH-Pip) 




2-3237 


4-F-Ph 


2-McNH-4-Pyr 


l-Et-2-Allyl-4-(4,5-dcH-Pip) 


25 


2-3238 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr-2-AUyl-4-(4,5-deH-Pip) 




2-3239 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Bu-2-Allyl-4-(4,5-deH-Pip) 




2-3240 ; 


4-F-Ph 


2-MeNH-4-Pyr 


l-Phet-2-Allyl-4-(4,5-deH-Pip) 


30 


2-3241 


4-F-Ph 


2-MeNH-4-Pyr 


2-Bn-4-(4,5-deH-Pip) 


- 


2-3242 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-2-Bn-4-(4,5-deH-Pip) 




2-3243 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Et-2-Bn-4-(4,5-deH-Pip) 


35 


2-3244 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Pr-2-Bn-4-(4,5-deH-Pip) 




2-3245 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Bu-2-Bn-4-(4,5-deH-Pip) 




2-3246 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Phet-2-Bn-4-(4,5-deH-Pip) 


40 


2-3247 


4-F-Ph 


2-MeNH-4-Pyr 


2-Phet-4-(4,5-deH-Pip) 




2-3248 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Me-2-Phet-4-(4,5^deH-Pip) 




2-3249 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Et-2-Phet-4-(4,5-deH-Pip) 


45 


2-3250 


4-F-Ph 


2-MeNH-4-Pyr 


l-Pr-2-Phet-4-(4,5-deH-Pip) 




2-3251 


4-F-Ph 


2-MeNH-4-Pyr 


1 -Bu-2-Phet-4-(4,5-deH-Pip) 




2-3252 


4-F-Ph 


2-MeNH-4-Pyr 


1 ,2-diPhet-4-(4,5-deH-Pip) 


50 


2-3253 


Ph 


4-Pyr 


7-(l ,2,3,5,6,8a-hexaH-Ind) 




2-3254 


Ph 


4-Pyr 


7-(l,2,3 > 5,8,8a-hexaH-Ind) 




2-3255 


3-F-Ph 


4-Pyr 


7-(l,23,5,6,8a-hcxaH-Ind) 


55 


2-3256 


3-F-Ph 


4-Pyr 


7-< U3,5,8,8a-hexaH-Ind) 
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2-3257 


3-Cl-Ph 


4-Pyr 


7-( 1 ,2,3 ,5,6,8a-hexaH-Ind) 




2-3258 


3-Cl-Ph 


4-Pyr 


7-(l ,2,3,5,8,8a-hexaH-Ind) 


10 


2-3259 


3,4-diF-Ph 


4-Pyr 


7-(l,2,3,5,6,8a-hexaH-Ind) 




2-3260 


3,4-diF-Ph 


4-Pyr 


7-0.2 3 5 8 8a-hexaH-Ind) 




2-3261 


3-CF 3 -Ph 


4-Pyr 


7-(l J2 3 J 6 8a-hexaH-Ind) 




2-3262 


3-CFj-Ph 


4-Pyr 


1-(IJ2 3 5 8 Sa-hexaH-Ind^ 




2-3263 


4-F-Ph 


4-Pyr 


2-Pvrd-CH=CH- 




2-3264 


4-F-Ph 


4-Pyr 


1 -Me-2-Pvrd-CH=CH- 

* A»AW A JAW \— 'AA Vl I 


20 


2-3265 


4-F-Ph 


4-Pyr 


1 -Et-2-Pyrd-CH=CH- 




2-3266 


4-F-Ph 


4-Pyr 


l-Pr-2-Pvrd-CH=CH- 

» ^ * « A T A W A A V*' A A 




2-3267 


4-F-Ph 


4-Pyr 


2-Pin-CH==CH- 


25 


2-3268 


4-F-Ph 


4-Pyr 






2-3269 


4-F-Ph 


4-Pyr 


1 -Et-2-PiD-CH=CH- 

* A-** ^ A a Vii V^A a 




2-3270 


4-F-Ph 


4-Pyr 


1 -Pr-2-Pio-CH=CH. 

A A X A ILr wA A V^A A 


30 


2-3271 


Ph 


4-Pyr 


2-Pvrd-CH=CH- 

A» A J1W Vll WAX 




2-3272 


Ph 


4-Pyr 


1 -Me-2-Pvrd-CH=CH- 

* A> A JiU WXX V^A A 




2-3273 


Ph 


4-Pyr 


1 -Et-2-P vrd-CH=CH- 


35 


2-3274 


Ph 


4-Pyr 


1 -Pr-2-Pvrd-CH=CH- 




2-3275 


Ph 


4-Pyr 


2-Pip-CH=CH- 

» A *J" r A A VvA A 




2-3276 


Ph 


4-Pyr 


l-Me-2-Pro-CH=CH- 


40 


2-3277 


Ph 


4-Pyr 


1 -Et-2 -Pid-CH=CH- 

* A^k A» A 11/ V— - A A ^'X A 




2-3278 


Ph 


4-Pyr 


l-Pr-2-Pio-CH=CH- 

AAA As A 1 A A V^A A 




2-3279 


3-F-Ph 


4-Pyr 


2-Pvrd-CH=CH- 


45 


2-3280 


3-F-Ph 


4-Pyr 


1 -Me-2-P vrd-CH=CH- 

A A taw ^ A Jf A \A Vp'A A \^JL X 




2-3281 


3-F-Ph 


4-Pyr 


l-Et-2-Pvrd-CH=CH- 




2-3282 


3-F-Ph 


4-Pyr 


l-Pr-2-Pyrd-CH=CH- 


SO 


2-3283 


3-F-Ph 


4-Pyr 


2-Pip-CH=CH- 




2-3284 . 


3-F-Ph 


4-Pyr 


l-Me-2-Pip-CH=CH- 




2-3285 


3-F-Ph 


4-Pyr 


l-Et-2-Pip-CH=CH- 


55 


2-3286 


3-F-Ph 


4-Pyr 


l-Pr-2-Pip-CH=CH- 
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tv 


R 2 


R 3 




2-3287 


3-Cl-Ph 


4-Pyr 


2-Pyrd-CH=CH- 




2-3288 


3-Cl-Ph 


4-Pyr 


l-Me-2-Pyrd-CH=CH- 


10 


2-3289 


3-Cl-Ph 


4-Pyr 


l-Et-2-Pyrd-CH=CH- 




2-3290 


3-Cl-Ph 


4-Pyr 


l-Pr-2-Pyrd-CH=CH- 




2-3291 


3-Cl-Ph 


4-Pyr 


2-Pip-CH=CH- 


15 


2-3292 


3-Cl-Ph 


4-Pyr 


l-Me-2-Pip-CH=CH- 




2-3293 


3-Cl-Ph 


4-Pyr 


l-Et-2-Pip-CH=CH- 




2-3294 


3-Cl-Ph 


4-Pyr 


l-Pr-2-Pip-CH=CH- 


20 


2-3295 


3,4-diF-Ph 


4-Pyr 


2-Pyrd-CH=CH- 




2-3296 


3,4-diF-Ph 


4-Pyr 


l-Me-2-Pyrd-CH=CH- 




2-3297 


3,4-diF-Ph 


4-Pyr 


l-Et-2-Pyrd-CH=CH- 


25 


2-3298 


3,4-diF-Ph 


4-Pyr 


l-Pr-2-Pyrd-CH=CH- 




2-3299 


3,4-diF-Ph 


4-Pyr 


2-Pip-CH=CH- 




2-3300 


3,4-diF-Ph 


4-Pyr 


l-Me-2-Pip-CH=CH- 


30 


2-3301 


3,4-diF-Ph 


4-Pyr 


l-Et-2-Pip-CH=CH- 




2-3302 


3,4-diF-Ph 


4-Pyr 


l-Pr-2-Pip-CH=CH- 




2-3303 


3-CF 3 -Ph 


4-Pyr 


2-Pyrd-CH=CH- 


35 


2-3304 


3-CF 3 -Ph 


4-Pyr 


l-Me-2-Pyrd-CH=CH- 




2-3305 


3-CF 3 -Ph 


4-Pyr 


l-Et-2-Pyrd-CH=CH- 




2-3306 


3-CFj-Ph 


4-Pyr 


l-Pr-2-Pyrd-CH=CH- 


40 


2-3307 


3-CF 3 -Ph 


4-Pyr 


2-Pip-CH=CH- 




2-3308 


3-CF 3 -Ph 


4-Pyr 


l-Me-2-Pip-CH=CH- 




2-3309 


3-CF 3 -Ph 


4-Pyr 


l-Et-2-Pip-CH=CH- 


45 


2-3310 


3-CF 3 -Ph 


4-Pyr 


l-Pr-2-Pip-CH=CH- 




*> ^11 1 
i*JJ 1 1 




4-Pvr 


— VnJ> 


50 






H-ryr 


— <x> 






a r; pit 




-VnJ> 


55 


.2-3314 . 


4-F-Ph 


4-Pyr 


-CCl - 
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R 1 


R 2 


R 3 




2-3315 


4-F-Ph 


4-Pyr 


-CO 


10 


2-3316 


4-F-Ph ■ 


4-Pyr 




15 


2-3317 


4-F-Ph 


4-Pyr 






2-33 1 8 


4-F-Ph 


4-Pyr 


bo 


20 










25 


2-3319 


4-F-Ph 


4-Pyr 


bo 


2-3320 


4-F-Ph 


4-Pyr 


bo 


30 






4-r*yr 


bo 


35 


2-3322 


4-F-Ph 


4-Pyr 


bo 



[0087] Of the above compounds in Tables 1 and 2, the following are preferred, that is to say Compounds Nos.: 1-1 

40 to 1 -32, 1 -35 5 1 -38, 1 -40, 1 -42 s 1 -43, 1 -45 to 1 -52, 1 -65 to 1 -67, 1 -71 to 1 -76, 1 -88 to 1 -90, 1 -94 to 1 -1 26, 1 -1 29, 1 -1 32, 
1-134 to 1-137, 1-139 to 1-146, 1-159 to 1-161, 1-165 to 1-170, 1-182 to 1-184. 1-188 to 1-219. 1-222, 1-225, 1-227^ 
1-229, 1-230, 1-232 to 1-239, 1-252 to 1-254, 1-258 to 1-263, 1-275 to 1-277, 1-281 to 1-312, 1-315,' 1-318,' 1-32o| 
1-322, 1-323, 1-325 to 1-332. 1-345 to 1-347, 1-351 to 1-356, 1-368 to 1-370, 1-374 to 1-405, 1-408, 1-411, 1-41 3^ 
1-415, 1-416, 1-418 to 1-425, 1 -438 to 1-440, 1-444 to 1-449, 1-461 to 1-463, 1-467 to 1-498, 1-501, 1-504^ 1-506^ 

^5 1-508, 1-509, 1-511 to 1-518, 1-531 to 1-533, 1 -537 to 1 -542, 1-554 to 1-556, 1-560 to to 1-591, 1-594, 1-597', 1-599^ 
1-601, 1-602, 1-604 to 1-611, 1-624 to 1-626, 1-630 to 1-635, 1-647 to 1-649, 1-653 to 1-684, 1-687, 1-690, 1-692^ 
1-694, 1-695, 1-697 to 1-704, 1-717 to 1-719, 1-723 to 1-728, 1-740 to 1-742, 1-746 to 1-777, 1-780, 1-783^ 1-785^ 
1-787, 1-788, 1-790 to 1-797, 1-810 to 1-812, 1-816 to 1-821, 1-833 to 1-835. 1-839 to 1-870, 1-873,1-876! 
1-878,1-880,1-881, 1-883 to 1-890, 1-903 to 1-905, 1-909 to 1-914, 1-926 to 1-928, 1-932 to 1-963, 1-966, 1-969^ 

so 1-971, 1-973, 1-974, 1 -976 to 1 -983, 1-996 to 1-998, 1 -1 002 to 1 -1 007, 1 -1019 to 1-1021 , 1 -1 025 to 1-1 056, 1-1 059^ 
1-1062, 1-1064, 1-1066, 1-1067, 1-1069 to 1-1076, 1-1089 to 1-1091, 1-1095 to 1-1100, 1-1112 to 1-1114, 1-1118to 
1-1149, 1-1 152, 1-1155,1 -11 57,1 -1159, 1-11 60, 1-1 162 to 1-1 169, 1-11 82 to 1-11 84, 1-11 88 to 1-11 93, 1-1205 to 1-1207, 
1-1211 to 1-1242, 1-1245, 1-1248 s 1-1250, 1-1252, 1-1253, 1-1255 to 1-1262, 1-1275 to 1-1277, 1-1281 to 1-1286! 
1-1298 to 1-1300, 1-1304 to 1-1335, 1-1338, 1-1341,1-1343,1-1345, 1-1346, 1-1348 to 1-1355, 1-1368 to 1-137o! 

55 1-1374 to 1-1379, 1-1391 to 1 -1393, 1 -1 397 to 1-1405, 1-1407 to 1-1415, 1-1418, 1-1419, 1-1422 to 1-1425, 1-1427^ 
1-1428, 1-1432 to 1-1440, 1-1442 to 1-1450, 1-1453, 1-1454, 1-1457 to 1-1460, 1-1462, 1-1463, 1-1467 to 1-1475] 
1-1477 to 1-1485, 1-1488, 1-1489, 1-1492 to 1-1495, 1-1497, 1-1498, 1-1502 to 1-1510, 1-1512 to 1-1520, 1-1523^ 
1-1524, 1-1527 to 1-1530, 1-1532, 1-1533, 1-1537 to 1-1545, 1-1547 to 1-1555, 1-1558, 1-1559, 1-1562 to 1-1565, 
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1-1567 1-1568 1-1572 to 1-1580, 1-1582 to 1-1590, 1-1593, 1-1594, 1-1597 to 1 -1600,1-1 602, 1-1603, 1-1607 to 
1-1615 ' 1-1617 to 1-1625, 1-1628, 1-1629, 1-1632 to 1-1635. 1-1637/1-1638, 1-1642 to 1-1650/ 1-1652 to 
1-1660 1-1663 1-1 664. 1-1 667 to 1-1 670. 1-1 672. 1-1 673 f 1 -1 677 to 1 -1 685. 1 -1 687 to 1 -1 695,1 -1698,1 -1 699, 1 -1 702 
to 1-1705 1-1707 1-1708. 1-1712 to 1-1720. 1-1722 to 1-1730, 1-1733, 1-1734, 1-1737 to 1-1740, 1-1742, 1-1743, 

5 1-1 747 to 1-1755. 1-175710 1-1765,1-1768,1-1769, 1-177210 1-1775,1-1777, 1-1778, 1-1782 to 1-1 790, 1 -1 792 to 
1-1800 1-1803, 1-1804. 1-1807 to 1-1810, 1-1812, 1 -1 81 3, .1 -1 81 7 to 1-1825, 1-1827 to 1-1835, 1-1838, 1-1839, 
1-1842 to 1-1845,1-1847.1-1848. 1-1852 to 1-1860,1-1862 to 1-1870,1-1873, 1-1874, 1-1877 to 1-1880, 1-1882, 
1-1883 1-1887 to 1-1895, 1-1897 to 1-1905, 1-1908, 1-1909, 1-1912 to 1-1915,1-1917, 1-1918, 1-1922 to 1-1930, 
1-1932-to 1-1940. 1-1943, 1-1944, 1-1947 to 1-1950, 1-1952, 1-1953, 1-1957 to 1-1965, 1-1967 to 1-1975, 1-1978, 

10 1-1979 1-1982 to 1-1985. 1-1987, 1-1988, 1-1992 to 1-2000, 1-2002 to 1-2010, 1-2013, 1-2014, 1-2017 to 1-2020, 
1-2022 1-2023. 1-2027 to 1-2035. 1-2037 to 1-2045, 1-2048, 1-2049, 1-2052 to 1-2055, 1-2057, 1-2058. 1-2062 to 
1-2070 1-2072 to 1-2080,1-2083, 1-2084, 1-2087 to 1-2090, 1-2092,1-2093, 1-2097 to 1-2105, 1-2107 to 
1-2115 '-2118 1-211 9.1-2122 to 1-2125, 1-2127, 1 -2128, 1 -2132 to 1-2140, 1 -2142 to 1-2150, 1 -2153,1-2154, 1,-2157 
to 1-2160 1-2162. 1-2163. 1-2167 to 1-2175, 1-2177 to 1-2185, 1-2188, 1-2189, 1-2192 to 1-2195, 1-2197, 1-2198, 

15 1-2202 to 1-2210 1-221 2 to 1-2220. 1 -2223, 1-2224, 1 -2227 to 1 -2230, 1-2232, 1-2233, 1-2237 to 1-2245, 1-2247 to 
1-22bb 1-2^b8 1-2259. 1-2262 to 1-2265. 1-2267, 1-2268, 1-2272 to 1-2280, 1-2282 to 1-2290, 1-2293, 1-2294, 
1-2297 lo 1-2300 1-2302. 1-2303. 1-2307 to 1-2315, 1-2317 to 1-2325, 1-2328, 1-2329, 1-2332 to 1 -2335, 1-2337, 
1-2338 1-2342 to 1-2350. 1 -2352 to 1-2360, 1-2363, 1-2364, 1-2367 to 1-2370, 1-2372, 1-2373, 1-2377 to 1-2385, 
1-2387 lo 1-2395 1-2398. 1-2399, 1-2402 to 1-2405, 1-2407, 1-2408, 1-2412 to 1-2420, 1-2422 to 1-2430, 1-2433, 

20 1-2434 1-2437 to 1 -2440. 1-2442. 1-2443, 1-2447 to 1-2455, 1-2457 to 1-2465, 1-2468, 1-2469, 1-2472 to 1-2475, 

1- 2477 1-2478. 1-2482 to 1-2490. 1-2492 to 1-2500, 1-2503, 1-2504, 1-2507 to 1-2510, 1-2512, 1-2513. 1-2517 to 
1 -2529 1 -2539 to 1 -2594. 1 -2623 to 1 -3322, 2-1 to 2-32, 2-35, 2-38, 2-40, 2-42, 2-43, 2-45 to 2-52, 2-65 to 2-67, 2-71 
to 2-76 2 88 to 2-90 2 94 to 2-126. 2-129, 2-132, 2-134 to 2-137, 2-139 to 2-146, 2-159 to 2-161, 2-165 to 2-170, 

2- 182 tc 2 184 2 188 to 2-219. 2-222, 2-225, 2-227, 2-229, 2-230, 2-232 to 2-239, 2-252 to 2-254, 2-258 to 2-263, 
25 2-275 to 2-277. 2-281 to 2-312. 2-315. 2-318, 2-320, 2-322, 2-323, 2-325'to 2-332, 2-345 to 2-347, 2-351 to 2-356, - 

2-368 tc 2-370. 2-374 to 2-405. 2-408. 2-411, 2-413, 2-415, 2^16, 2-418 to 2-425, 2-438 to 2-440, 2-444 to 2-449, 
2-461 to 2-463. 2-467 to 2-498. 2-501 . 2-504, 2-506, 2-508, 2-509, 2-511 to 2-518, 2-531 to 2-533, 2-537 to 2-542, 
2-554 tc 2-556 2-560 to 2-591 . 2-594. 2-597, 2-599, 2-601 , 2-602, 2-604 to 2-611 , 2-624 to 2-626, 2-630 to 2-635, 
* 2-647 to 2-649 2-653 to 2-684. 2-687 2-690. 2-692, 2-694, 2-695, 2-697 to 2-704, 2-717 to 2-719, 2-723 to 2-728, 

30 2-740 to 2-742. 2-746 to 2-777, 2-780, 2-783, 2-785, 2-787, 2-788, 2-790 to 2-797, 2-810 to 2-812, 2-816 to 2-821 , 
2-833 to 2-835^ 2-839 to 2-870. 2-873. 2-876, 2-878, 2-880. 2-881, 2-883 to 2-890, 2-903 to 2-905, 2-909 to 2-914, 
2-926 to 2-928. 2-932 to 2-963. 2-966. 2-969. 2-971 , 2-973, 2-974, 2-976 to 2-983, 2-996 to 2-998, 2-1 002 to 2-1007, 
' 2-1019 to 2-1021 2-1025 to 2-1056. 2-1059. 2-1062, 2-1064, 2-1066, 2-1067, 2-1069 to 2-1076, 2-1089 to 2-1091, 
2-1095to2-1100 2-111210 2-1114,2-111810 2-1149,2-1152,2-1155,2-1157,2-1159,2-1160,2-116210 2-1169,2-1182 

35 to 2-1184 2-1188 to 2-1193. 2-1205 to 2-1207, 2-1211 to 2-1242, 2-1245, 2-1248, 2-1250, 2-1252, 2-1253, 2-1255 to 
2-1262. 2-1275 to 2-1277. 2-1281 to 2-1286, 2-1298 to 2-1300, 2-1304 to 2-1335, 2-1338, 2-1341 , 2-1343, 2-1345, 
2-1 346. 2-1 348 to 2-1 355. 2-1368 to 2-1 370, 2-1 374 to 2-1 379, 2-1 391 to 2-1 393, 2-1 397 to 2-1405, 2-1407 to 2-141 5, 
2-1418^ 2-1419. 2-1422 to 2-1425. 2-1427, 2-1428, 2-1432 to 2-1440, 2-1442 to 2-1450, 2-1453, 2-1454. 2-1457 to 
2-1460 2-1462. 2-1463. 2-1467 to 2-1475, 2-1477 to 2-1485, 2-1488, 2-1489, 2-1492 to 2-1495, 2-1497, 2-1498, 

40 2-1 502 to 2-1 510. 2-1512 to 2-1520. 2-1523.2-1524, 2-1527 to 2-1530, 2-1532, 2-1533, 2-1 537 to 2-1545, 2-1547 to 
2-1555 2-1558. 2-1559. 2-1562 to 2-1565, 2-1567, 2-1568, 2-1572 to 2-1580, 2-1582 to 2-1590, 2-1593, 2-1594, 
2-1597 to 2-1600. 2-1602. 2-1603, 2-1607 to 2-1615, 2-1617 to 2-1625, 2-1628, 2-1629, 2-1632 to 2-1635, 2-1637, 
2-1638. 2-1642 to 2-1650. 2-1652 to 2-1660, 2-1663, 2-1664, 2-1667 to 2-1670, 2-1672, 2-1673, 2-1677 to 2-1685, 
2-1687 to 2-1695. 2-1698. 2-1699. 2-1702 to 2-1705, 2-1707, 2-1708, 2-1712 to 2-1720, 2-1722 to 2-1730, 2-1733, 

45 2-1734. 2M737 to 2-1740. 2-1742, 2-1743, 2-1747 to 2-1755, 2-1757 to 2-1765, 2-1768, 2-1769, 2-1772 to 2-1775, . 
2-1777 i 2-1778. 2-1782 to 2-1790, 2-1792 to 2-1800, 2-1803, 2-1804, 2-1807 to 2-1810, 2-1812, 2-1813, 2-1817 to 
2-1 825^ 2-1827 to 2-1835. 2-1838, 2-1839, 2-1842 to 2-1845, 2-1847, 2-1848, 2-1852 to 2-1860, 2-1862 to 2-1870, 
2-1873- 2-1874, 2-1877 to 2-1880, 2-1882, 2-1883, 2-1887 to 2-1895, 2-1897 to 2-1905, 2-1908, 2-1909, 2-1912 to 
2-1915 2-1917, 2-1918, 2-1922 to 2-1930. 2-1932 to 2-1940, 2-1943, 2-1944, 2-1947 to 2-1950, 2-1952, 2-1953, 

50 2-1 957 to 2-1 965, 2-1 967 to 2-1 975, 2-1 978, 2-1 979, 2-1 982 to 2-1 985, 2-1 987, 2-1 988, 2-1 992 to 2-2000, 2-2002 to 
2-2010. 2-2013. 2-2014, 2-2017 to 2-2020, 2-2022, 2-2023, 2-2027 to 2-2035, 2-2037 to 2-2045, 2-2048, 2-2049, 
2-2052 to 2-2055, 2-2057, 2-2058, 2-2062 to 2-2070, 2-2072 to 2-2080, 2-2083, 2-2084, 2-2087 to 2-2090, 2-2092, 
2-2093. 2-2097 to 2-2105, 2-2107 to 2-2115,2-2118,2-2119, 2-2122 to 2-2125, 2-2127, 2-2128, 2-2132 to 2-2140, 
2-2142 to 2-2150, 2-2153, 2-2154, 2-2157 to 2-2160, 2-2162, 2-2163, 2-2167 to 2-2175, 2-2177 to 2-2185, 2-2188, 

55 2-2189. 2-2192 to 2-2195. 2-2197, 2-2198, 2-2202 to 2-2210, 2-2212 to 2-2220, 2-2223, 2-2224, 2-2227 to 2-2230, 
2-2232, 2-2233, 2-2237 to 2-2245, 2-2247 to 2-2255, 2-2258, 2-2259, 2-2262 to 2-2265, 2-2267, 2-2268, 2-2272 to 
2-2280^ 2-2282 to 2-2290, 2-2293, 2-2294, 2-2297 to 2-2300, 2-2302, 2-2303, 2-2307 to 2-2315, 2-2317 to 2-2325, 
2-2328, 2-2329, 2-2332 to 2-2335, 2-2337, 2-2338, 2-2342 to 2-2350, 2-2352 to 2-2360, 2-2363, 2-2364. 2-2367 to 
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2-2370, 2-2372, 2-2373, 2-2377 to 2-2385, 2-2387 to 2-2395 ; 2-2398, 2-2399, 2-2402 to 2-2405. 2-2407, 2-2408, 
2-2412 to 2-2420, 2-2422 to 2-2430, 2-2433, 2-2434, 2-2437 to 2-2440, 2-2442, 2-2443. 2-2447 to 2-2455. 2-2457 to 
2-2465, 2-2468, 2-2469, 2-2472 to 2-2475, 2-2477, 2-2478, 2-2482 to 2-2490. 2-2492 to 2-2500. 2-2503. 2-2504. 
2-2507 to 2-2510, 2-2512, 2-2513, 2-2517 to 2-2529, 2-2539 to 2-2594 and 2-2623 to 2-3322: more preferred are 
5 Compounds Nos.: 1-2 to 1-4 5 1 -6 to 1 -8,1-11 , 1-14 to 1 -16, 1-1 8 to 1-20, 1-22 to 1-24, 1-26 to 1-28. 1-30 to 1-32. 1-35, 
1-42, 1-43, 1-45 to 1-52, 1-65 : 1-66, 1-71 to 1-75 ; 1-89, 1-94, 1-96 to 1-98, 1-100 to 1-102, 1-105. 1-108 to t-11o! 
1-112 to 1-114, 1-116 to 1-118, 1-120 to 1-122, 1-124 to 1-126, 1-129, 1-136, 1-137, 1-139 to 1-146, 1-159, 1-16o! 
1-165 to 1-169, 1-183, 1-189 to 1-191, 1-193 to 1-195, 1-198, 1-201 to 1-203, 1-205 to 1-207. 1 -209 to 1-211, 1-213 
to 1-215, 1-21 7 to 1-219, 1-222, 1-229, 1-230, 1-232 to 1-239, 1-252, 1-253, 1-258 to 1-262, 1-276, 1 -282 to' 1-284, 
10 1-286 to 1-288, 1-291, 1-294 to 1-296, 1-298 to 1-300, 1-302 to 1-304, 1-306 to 1-308. 1-310to 1-312, 1-315, 1-322! 
1-323, 1-325 to 1-332, 1-345, 1-346, 1-351 to 1-355, 1-369, 1-375 to 1-377, 1-379 to 1-381, 1-384, 1-387 to 1-389! 
1-391 to 1-393, 1-395 to 1-397, 1-399 to 1-401 : 1-403 to 1-405, 1-408, 1-415, 1-416, 1-418 to 1-425, 1-438. 1-439^ 
1 -444 to 1 -448, 1 -462, 1 -468 to 1 -470, 1 -472 to 1 -474, 1 -477, 1 -480 to 1 -482. 1 -484 to 1 -486, 1 -488 to 1 -490. 1 -492 
to 1-49.4, 1496 to 1-498, 1-501, 1-508, 1-509, 1-511 to 1-518, 1-531, 1-532, 1-537 to 1-541, 1-555. 1-561 to 1-563, 
15 1-565 to 1-567, 1-570, 1-573 to 1-575, 1-577 to 1-579, 1-581 to 1-583, 1-585 to 1-587, 1-589 to 1-591, 1-594, 1-601, 
1-602, 1-604 to 1-611, 1-624, 1-625, 1-630 to 1-634, 1-648. 1-654 to 1-656, 1-658 to 1-660, 1-663, 1-666 to 1-668^ 
1-670 to 1-672, 1-674 to 1-676, 1-678 to 1-680, 1-682 to 1-684, 1-687, 1-694, 1-695. 1-697 to 1-704. 1-717, 1-718! 
1-723 to 1-727, 1-741, 1-747 to 1-749, 1-751 to 1-753, 1-756, 1-759 to 1-761, 1 -763 to 1-765, 1-767 to 1-769. 1-771 
to 1-773, 1-775 to 1-777, 1-780, 1-787, 1-788, 1-790 to 1-797, 1-810, 1-811, 1-816 to 1-820. 1-834. 1-840 to 1-842, 
20 1-844 to 1-846, 1-849, 1-852 to 1-854, 1-856 to 1-858, 1-860 to 1-862, 1-864 to 1-866, 1-868 to 1-870, 1-873, 1-88o! 
1-881, 1-883 to 1-890, 1 -903 : 1-904, 1-909 to 1-913, 1-927, 1-933 to 1-935, 1-937 to 1-939, 1-942, 1-945 to 1-947. 
1-949 to 1-951, 1-953 to 1-955, 1-957 to 1-959 : 1-961 to 1-963, 1-966, 1-973, 1-974, 1-976 to 1-983. 1-996, 1-997! 
1-1002 to 1-1006, 1-1020, 1-1026 to 1-1028, 1-1030 to 1-1032, 1-1035, 1-1038 to 1-1040, 1-1042 to 1 1-1 044,1 -1 046 
to 1-1048, 1-1 050 to 1-1 052, 1-1054 to 1-1056, 1-1059, 1 -1 066, 1 -1 067, 1 -1 069 to 1 -1 076, 1 -1 089, 1-1090, 1-1095 to 
?5 1-1099, 1-1113, 1-1119 to 1-1121, 1-1123 to 1-1125, 1-1128, 1-1131 to 1-1133, 1-1135 to 1-1137, 1-1139 to 1-1141, 
1-1143 to 1-1145, 1-1147 to 1-1149, 1-1152, 1-1159, 1-1160, 1-1162 to 1-1169, 1-1182, 1-1183. 1-1188 to 1-1192, 
1-1206, 1-1212to 1-1214, 1-1216 to 1 -121 8, 1 -1221 , 1 -1224 to 1-1226, 1-1228 to 1-1230. 1-1232 to 1-1234, 1-1236 
to 1-1238, 1-1240 to 1-1242, 1-1245, 1-1252, 1-1253, 1-1255 to 1-1262, 1-1275, 1-1276, 1-1281 to 1-1285,1-1299, 
1-1305 to 1-1307 : 1-1309 to 1 -1311 . 1 -1314, 1 -131 7 to 1 -1319, 1-1321 to 1-1323. 1 -1325 to 1 -1327, 1-1 329 to 1 -1331 \ 
™ 1-1333 to 1-1335, 1-1338, 1-1345, 1-1346, 1-1348 to 1-1355, 1-1368, 1-1369, 1-1374 to 1-1378, 1-1392. 1-1397 to 
1-1405, 1-1408 to 1-1415, 1-1418, 1-1419, 1-1422 to 1-1424, 1-1428, 1-1432 to 1-1440. 1-1443 to 1-1450, 1-1453, 
1-1454, 1-1457 to 1-1459, 1-1463, 1-1467 to 1-1475, 1-1478 to 1-1485, 1-1488, 1-1489, 1-1492 to 1-1494^ 1-1498! 
1-1502 to 1-1510, 1-1513 to 1-1520, 1-1523, 1-1524, 1 -1527 to 1 -1529, 1-1533, 1-1 537 to 1 -1545, 1-1548 to 1-1 55s! 
1-1558, 1-1559, 1-1562 to 1-1564, 1-1568, 1-1572 to 1-1580, 1-1583 to 1-1590. 1-1593, 1-1594, 1-1597 to 1-1599! 
?5 1-1603, 1-1 607 to 1-1615, 1-1618 to 1 -1625, 1-1628, 1-1629, 1-1632 to 1-1634, 1-1638, 1-1 642 to 1-1650, 1-1 653 to 
1-1660, 1-1663, 1-1664, 1-1667 to 1-1669, 1-1673, 1-1677 to 1-1685, 1-1688 to 1-1695, 1-1698, 1-1 699 . 1-1 702 to 
1-1704, 1-1708, 1-1712 to 1-1720, 1 -1723 to 1 -1 730, 1 -1 733, 1-1734, 1 -1 737 to 1 -1739, 1-1743, 1-1747 to 1-1755 
1-1758 to 1-1765, 1-1768, 1-1769, 1-1772 to 1-1774, 1-1778, 1-1782 to 1-1790, 1-1793 to 1-1800, 1-1803, 1-1804' 
1-1 807 to 1-1809, 1-1813, 1-1817 to 1 -1 825, 1-1828 to 1-1835, 1-1838, 1-1839. 1-1842 to 1-1844, 1-1848, 1-1 852 to 
v 1-1860, 1-1863 to 1-1870, 1-1873, 1-1874, 1-1877 to 1-1879, 1-1883, 1-1887 to 1-1895, 1-1898 to 1-1905, 1-1908, 
1-1909, 1-1912 to 1-1914, 1-1918, 1-1922 to 1-1930, 1-1933 to 1-1940, 1-1943, 1-1944, 1-1947 to 1-1949,' 1-1953* 
1-1 957 to 1-1965, 1-1968 to 1-1975, 1-1978, 1-1979, 1 -1 982 to 1 -1 984, 1-1988, 1-1 992 to 1 -2000, 1-2003 to 1-201o! 
1-2013, 1-2014, 1-2017 to 1-2019, 1-2023, 1-2027 to 1-2035, 1-2038 to 1-2045. 1-2048, 1-2049, 1-2052 to 1-2054' 
1-2058, 1-2062 to 1-2070, 1 -2073 to 1 -2080, 1-2083, 1-2084, 1-2087 to 1-2089, 1-2093, 1-2097to 1-2105, 1-2108 to 
5 1-2115, 1-2118,1-2119,1-2122 10 1-2124,1-2128, 1-2132 to 1-2140, 1 -2143 to 1 -2150. 1-2153, 1-2154.' 1-2157 to 
1-2159, 1-2163, 1-2167 to 1-2175, 1-2178 to 1-2185, 1-2188, 1-2189, 1-2192 to 1-2194, 1-2198, 1-2202 to 1-2210 
1-2213 to 1-2220, 1-2223, 1-2224, 1-2227 to 1-2229, 1-2233, 1-2237 to 1-2245, 1-2248 to 1-2255, 1-2258, 1-2259' 
1-2262 to 1-2264, 1-2268, 1-2272 to 1 -2280, 1-2283 to 1-2290, 1-2293, 1-2294, 1-2297 to 1 -2299, 1-2303, 1-2307 to 
1-2315, 1-2318 to 1-2325, 1-2328, 1-2329, 1-2332 to 1-2334, 1-2338, 1-2342 to 1-2350, 1-2353 to 1-2360, 1-2363, 
O 1-2364, 1-2367 to 1-2369, 1-2373, 1-2377 to 1-2385, 1-2388 to 1-2395, 1-2398, 1-2399, 1-2402 to 1-2404^ 1-2408 
1-2412 to 1-2420, 1-2423 to 1-2430, 1 -2433, 1 -2434, 1 -2437 to 1 -2439, 1-2443, 1-2447 to 1 -2455, 1-2458 to 1-2465! 
1-2468, 1-2469, 1-2472 to 1-2474, 1-2478, 1-2482 to 1-2490, 1-2493 to 1-2500, 1-2503, 1-2504, 1-2507 to 1-2509^ 
1-2513, 1-251 7 to 1-2526, 1-2528, 1-2529, 1-2539 to 1-2554, 1-2556 to 1-2558, 1-2560 to 1 -2577, 1-2579 to 1-258l! 

1- 2583 to 1-2594, 1-2626, 1-2629 to 1 -2643, 1 -2645, 1 -2648 to 1-2651, 1-2653 to 1-2748, 1-2779, 1-2780, 1-2782! 
5 1-2783 } 1-2905, 1-2906, 1-2908. 1-2909, 1-3031, 1-3032, 1-3157, 1-3158, 1-3253 to 1-3322. 2-2 to 2-4, 2-6 to 2-8 

2- 11 ,2-14 to 2-16, 2-18 to 2-20, 2-22 to 2-24, 2-26 to 2-28, 2-30 to 2-32, 2-35, 2-42, 2-43, 2-45 to 2-52, 2-65, 2-66! 
2-71 to 2-75, 2-89, 2-94, 2-96 to 2-98, 2-1 00 to 2-102, 2-105, 2-108 to 2-110, 2-112 to 2-114, 2-116 to 2-118, 2-120 to 
2-122, 2-124 to 2-126,2-129,2-136,2-137,2-139 to 2-146, 2-159, 2-1 60, 2-1 65 to 2-169, 2-183, 2-1 89 to 2-191,2-193 
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to 2-1 95. 2-1 98. 2-201 to 2-203, 2-205 to 2-207, 2-209 to 2-21 1 , 2-21 3 to 2-21 5, 2-21 7 to 2-21 9, 2-222, 2-229, 2-230 : 
2-232 to 2-239. 2-252, 2-253, 2-258 to 2-262, 2-276, 2-282 to 2-284, 2-286 to 2-288, 2-291 , 2-294 to 2-296, 2-298 to 
2-300 2-302 to 2-304. 2-306 to 2-308. 2-310 to 2-312, 2-315. 2-322. 2-323. 2-325 to 2-332. 2-345, 2-346, 2-351 to 
2-355 2-369 2-375 to 2-377, 2-379 to 2-381 , 2-384, 2-387 to 2-389, 2-391 to 2-393, 2-395 to 2-397. 2-399 to 2-401 , 
5 2-403 to 2-405. 2-408. 2-415. 2-416, 2-418 to 2-425, 2-438, 2-439, 2-444 to 2-448, 2-462, 2-468 to 2-470, 2-472 to 
2-474, 2-477. 2-480 to 2-482. 2-484 to 2-486, 2-488 to 2-490, 2-492 to 2-494, 2-496 to 2-498, 2-501 , 2-508, 2-509, 
2-511 to 2-518 2-531 , 2-532. 2-537 to 2-541 , 2-555, 2-561 to 2-563, 2-565 to 2-567, 2-570, 2-573 to 2-575, 2-577 to 
2-579, 2-581 to 2-583, 2-585 to 2-587. 2-589 to 2-591 , 2-594, 2-601, 2-602, 2-604 to 2-611 , 2-624, 2-625, 2-630 to 
2-634 2-648, 2-654 to 2-656, 2-658 to 2-660, 2-663, 2-666 to 2-668, 2-670 to 2-672, 2-674 to 2-676, 2-678 to 2-680, 
10 2-682 to 2-684. 2-687, 2-694. 2-695, 2-697 to 2-704, 2-717, 2-718, 2-723 to 2-727, 2-741 , 2-747 to 2-749, 2-751 to 
2-753. 2-756. 2-759 to 2-761 . 2-763 to 2-765, 2-767 to 2-769, 2-771 to 2-773, 2-775 to 2-777, 2-780, 2-787, 2-788, 
2-790 to 2-797.2-810.2-811 . 2-816 to 2-820, 2-834, 2-840 to 2-842, 2-844 to 2-846, 2-849, 2-852 to 2-854, 2-856 to 
2-858. 2-860 to 2-862. 2-864 to 2-866. 2-868 to 2-870, 2-873, 2-880, 2-881 , 2-883 to 2-890, 2-903, 2-904, 2-909 to 
2-91 3^ 2-927. 2-933 to 2-935, 2-937 to 2-939. 2-942, 2-945 to 2-947, 2-949 to 2-951 , 2-953 to 2-955, 2-957 to 2-959, 
15 2-961 to 2-963. 2-966. 2-973, 2-974, 2-976 to 2-983, 2-996, 2-997, 2-1 002 to 2-1 006, 2-1 020, 2-1 026 to 2-1 028, 2-1 030 
to 2-1 032. 2-1 035, 2-1 038 to 2-1 040, 2-1 042 to 2-1 044 : 2-1 046 to 2-1 048, 2-1 050 to 2-1 052, 2-1 054 to 2-1 056, 2-1 059, 
2-1066, 2-1067. 2-1069 to 2-1076. 2-1089, 2-1090, 2-1095 to 2-1099, 2-1113, 2-1119 to 2-1121, 2-1123 to 2-1125, 
2-1128.' 2-1131 to 2-1133, 2-1135 to 2-1137, 2-1139 to 2-1141 , 2-1143 to 2-1145, 2-1147 to 2-1149. 2-1152, 2-1159, 
2-116o! 2-1162 to 2-1169, 2-1182, 2-1183, 2-1188 to 2-1192, 2-1206, 2-1212 to 2-1214, 2-1216 to 2-1218, 2-1221, 
20 2-1224 to 2-1226. 2-1228 to 2-1230, 2-1232 to 2-1234, 2-1236 to 2-1238, 2-1240 to 2-1242, 2-1245, 2-1252, 2-1253, 
2-1255 to 2-1262. 2-1275.2-1276, 2-1281 to 2-1285, 2-1299, 2-1305 to 2-1307, 2-1 309 to 2-1311 , 2-1314, 2-131 7 to 
2-1319 2-1321 to 2-1323. 2-1325 to 2-1327. 2-1329 to 2-1331 , 2-1333 to 2-1335, 2-1338, 2-1345, 2-1346, 2-1348 to 
2-1355! 2-1368. 2-1369, 2-1374 to 2-1378, 2-1392, 2-1397 to 2-1405, 2-1408 to 2-1415, 2-1418, 2-1419. 2-1422 to 
2-1424! 2-142B. 2-1432 to 2-1440, 2-1443 to 2-1450, 2-1453, 2-1454, 2-1457 to 2-1459, 2-1463, 2-1467 to 2-1475, 
25 2-1478 to 2-1485. 2-1488. 2-1489, 2-1492 to 2-1494, 2-1498, 2-1502 to 2-1510, 2-1513 to 2-1520, 2-1523, 2-1524, - 
2-1527 to 2-1529. 2-1533, 2-1537 to 2-1545, 2-1548 to 2-1555, 2-1558, 2-1559, 2-1562 to 2-1564, 2-1568, 2-1572 to 
2-1580. 2-1583 to 2-1590, 2-1593, 2-1594, 2-1597 to 2-1599, 2-1603, 2-1607 to 2-1615, 2-1618 to 2-1625, 2-1628, 
2-1629! 2-1632 to 2-1634, 2-1638, 2-1642 to 2-1650, 2-1653 to 2-1660, 2-1663, 2-1664, 2-1667 to 2-1669, 2-1673, 
2-1677 to 2-1 685. 2-1 688 to 2-1695, 2-1698, 2-1699, 2-1 702 to 2-1704, 2-1708, 2-1712 to 2-1720, 2-1 723 to 2-1730, 
30 2-1733, 2-1734, 2-1737 to 2-1739, 2-1743, 2-1747 to 2-1755, 2-1758 to 2-1765, 2-1768, 2-1769, 2-1772 to 2-1774, 
2-1 778^ 2-1 782 to 2-1 790. 2-1 793 to 2-1 800, 2-1 803, 2-1 804. 2-1 807 to 2-1 809, 2-1 813. 2-1 81 7 to 2-1 825, 2-1 828 to 
2-1835 2-1838 2-1839. 2-1842 to 2-1844, 2-1848, 2-1852 to 2-1860, 2-1863 to 2-1870, 2-1873, 2-1874. 2-1877 to 
2-1879. 2-1883. 2-1887 to 2-1895, 2-1898 to 2-1905, 2-1908, 2-1909, 2-1912 to 2-1914, 2-1918, 2-1922 to 2-1930, 
2-1933 to 2-1940. 2-1943. 2-1944, 2-1947 to 2-1949, 2-1953, 2-1957 to 2-1965, 2-1968 to 2-1975, 2-1978, 2-1979, 
35 2-1 982 to 2-1 984. 2-1 988. 2-1 992 to 2-2000, 2-2003 to 2-201 0, 2-2013, 2-201 4, 2-201 7 to 2-201 9, 2-2023, 2-2027 to 
2-2035. 2-2038 to 2-2045, 2-2048. 2-2049, 2-2052 to 2-2054, 2-2058, 2-2062 to 2-2070, 2-2073 to 2-2080, 2-2083, 
2-2084. 2-2087 to 2-2089. 2-2093. 2-2097 to 2-2105, 2-2108 to 2-2115, 2-2118, 2-2119, 2-2122 to 2-2124, 2-2128, 
2-2132 to 2-2140. 2-2143 to 2-2150, 2-2153, 2-2154, 2-21 57 to 2-2159, 2-2163, 2-2167 to 2-2175, 2-2178 to 2 : 2185, 
2-2188, 2-2189. 2-2192 to 2-2194, 2-2198, 2-2202 to 2-2210, 2-2213 to 2-2220, 2-2223, 2-2224, 2-2227 to 2-2229, 
40 2-2233! 2-2237 to 2-2245. 2-2248 to 2-2255, 2-2258, 2-2259, 2-2262 to 2-2264, 2-2268. 2-2272 to 2-2280, 2-2283 to 
2-229o! 2-2293. 2-2294. 2-2297 to 2-2299, 2-2303, 2-2307 to 2-2315, 2-2318 to 2-2325, 2-2328, 2-2329. 2-2332 to 
2-2334! 2-2338, 2-2342 to 2-2350, 2-2353 to 2-2360, 2-2363, 2-2364, 2-2367 to 2-2369, 2-2373, 2-2377 to 2-2385, 
2-2388 to 2-2395. 2-2398. 2-2399, 2-2402 to 2-2404, 2-2408, 2-2412 to 2-2420, 2-2423 to 2-2430, 2-2433, 2-2434, 
2-2437 to 2-2439. 2-2443. 2-2447 to 2-2455, 2-2458 to 2-2465, 2-2468, 2-2469, 2-2472 to 2-2474, 2-2478, 2-2482 to 
45 2-2490. 2-2493 to 2-2500, 2-2503, 2-2504, 2-2507 to 2-2509, 2-2513, 2-251 7 to 2-2522, 2-2524 to 2-2526, 2-2528, 
2-2529! 2-2539 to 2-2554, 2-2556 to 2-2558, 2-2560 to 2-2577, 2-2579 to 2-2581 , 2-2583 to 2-2594 and 2-3253 to 
2-3322! still more preferred are Compounds Nos.: 1-3, 1-7, 1-11, 1-15, 1-19, 1-23, 1-27, 1-31, 1-35, 1-42, 1-45, 1-47 
to 1-51 , 1-65, 1-71. 1-73, 1-89, 1-94. 1-97, 1-98, 1-101 , 1-105, 1-109, 1-113, 1-117, 1-121 , 1-125, 1-129, 1 -136, 1-139, 
1-141 to 1-146, 1-159, 1-165, 1-167, 1-183, 1-190, 1-194, 1-198, 1-202, 1-206, 1-210, 1-214, 1-218, 1-222, 1-229, 
so 1-232, 1-234 to 1-238, 1-252, 1-258, 1-260, 1-276, 1-283, 1-287, 1-291, 1-295, 1-299. 1-303, 1-307, 1-311, 1-315, 
1-322! 1-325, 1-327 to 1-331, 1-345, 1-351, 1-353, 1-369, 1-376, 1-380, 1-384, 1-388, 1-392, 1-396, 1-400, 1-404, 
1-408, 1-415, 1-418, 1-420 to 1-424, 1-438, 1-444, 1-446, 1-462, 1-469, 1-473, 1-477, 1-481, 1-485, 1-489, 1-493, 
1-497! 1-50l! 1-508! 1-511, 1-513 to 1-517, 1-531, 1-537, 1-539, 1-555, 1-562, 1-566, 1-570, 1-574, 1-578, 1-582, 
1-586, 1-590, 1-594! 1-601, 1-604, 1-606 to 1-610, 1-624, 1-630, 1-632, 1-648, 1-655, 1-659, 1-663, 1-667, 1-671, 
55 1-675! 1-679! 1-683, 1-687, 1-694, 1-697, 1-699 to 1-703, 1-717, 1-723, 1-725, 1-741, 1-748, 1-752, 1-756, 1-760, 
1-764! 1-768! 1-772, 1-776, 1-780, 1-787, 1-790, 1-792 to 1-796, 1-810, 1-816, 1-818, 1-834, 1-841, 1-845, 1-849, 
1-853! 1-857! 1-861, 1-865, 1-869, 1-873, 1-880, J-8B3, 1-885 to 1-889, 1-903, 1-909, 1-911, 1-927, 1-934, 1-938, 
1-942! 1-946, 1-950, 1-954, 1-958, 1-962, 1-966, 1-973, 1-976, 1-978 to 1 -982, 1-996, 1-1002, 1-1004, 1-1 020, 1 -1 027, 
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1-1031, 1-1035, 1-1G39 : 1-1043.. 1-1047, 1-1 051 , 1 -1 055.. 1-1059, 1-1066.. 1-1069, 1-1071 to 1-1075. 1-1089 ; 1-1095. 
1-1097, 1-1113, 1-1120, 1-1124, 1-1128, 1-1132, 1-1136, 1-1140, 1-1144, 1-1148, 1-1152, 1-1159, 1-1162, 1-1164 to 
1-1168. 1-1182, 1-1188, 1-1190, 1-1206, 1-1213, 1-1217, 1-1221, 1-1225, 1-1229, 1-1233, 1-1237, 1-1241, 1-1245. 
1-1252. 1-1255, 1-1257 to 1 -1261 , 1-1275, 1-1281, 1-1283, 1-1299. 1-1306. 1-1310. 1-1314. 1-1318. 1-1322. 1-1326 
5 1-1330, 1-1334, 1-1338, 1 -1345, 1 -1348, 1 -1350 to 1 -1354, 1-1368, 1-1374, 1-1376, 1-1392.. 1 -1397 to 1 -1405, 1-1408 
1-1410, 1-1412 to 1-1415, 1-1418, 1-1422, 1-1428, 1-1432 to 1-1440, 1-1443, 1-1445, 1-1447 to 1-1450, 1-1453^ 
1-1457, 1-1463, 1-1467 to 1-1475, 1-1478, 1-1480, 1-1482 to 1-1485, 1-1488, 1-1492, 1-1498. 1-1502 to 1-151o! 
1-1513. 1-1515, 1-1517 to 1-1520, 1-1523, 1-1527, 1-1533, 1-1537 to 1-1545, 1-1548, 1-1550. 1-1552 to 1-1555! 
1-1558. 1-1562, 1-1568, 1-1572 to 1-1580, 1-1583, 1-1585, 1-1587 to 1-1590, 1-1593, 1-1597. 1-1603. 1-1607 to 
w 1-1615. 1-1618. 1-1620, 1-1622 to 1-1625, 1-1628, 1-1632, 1-1638, 1-1642 to 1-1650, 1-1653. 1-1655. 1-1657 to 
1 -1 660. 1 - 1 663. 1 -1 667, 1 -1 673, 1 -1 677 to 1 -1 685, 1 -1 688, 1 -1 690. 1 -1 692 to 1 -1 695, 1 -1 698, 1 -1 702. 1 -1 708. 1 -1 712 
to 1-1720. 1-1723. 1-1725, 1-1727 to 1-1730, 1-1733, 1-1737, 1-1743, 1-1747to 1-1755, 1-1758, 1-1760. 1-1762 to 
1 -1 765 1 - 1 768 1 - 1 772. 1 -1 778, 1 -1 782 to 1 -1 790, 1 -1 793, 1 -1 795. 1 -1 797 to 1 -1 800, 1 -1 803, 1 -1 807, 1 -1 81 3. 1 -1 81 7 
to 1-1825 1-1828. 1-1830, 1-1832 to 1-1835, 1-1838, 1-1842,1-1848, 1-1 852 to 1 -1 860, 1-1863, 1-1865, 1-1867 to 
15 1-1870 1-1873. 1-1877, 1-1883, 1-1887 to 1-1895, 1-1898, 1-1900. 1 -1 902 to 1 -1 905, 1 -1 908, 1 -1 912, 1-1918,1-1922 
to 1-1930 1-1933. 1-1935, 1-1937 to 1-1940, 1-1943, 1-1947, 1-1953, 1-1957 to 1-1965, 1-1968, 1-1970. 1-1972 to 
1-1975 1-1978. 1-1982. 1-1988, 1 -1992 to 1 -2000, 1 -2003, 1-2005. 1 -2007 to 1 -201 0, 1 -2013, 1 -201 7, 1 -2023. 1 -2027 
to 1-2035 1-2038. 1-2040, 1-2042 to 1-2045, 1-2048, 1-2052, 1-2058, 1-2062 to 1-2070, 1-2073, 1-2075, 1-2077 to 
1-2080. 1-2083. 1-2087. 1 -2093, 1 -2097 to 1 -21 05, 1 -21 08, 1-2110, 1 -21 12 to 1 -2115, 1 -21 18 ; 1 -21 22, 1 -2128, 1-2132 

20 to 1-2140 1-2143. 1-2145, 1-2147 to 1-2150, 1-2153, 1-2157, 1-2163, 1-21 67 to 1 -21 75, 1-2178, 1-2180. 1-2182 to 
1-2185. 1-21 88. 1-2192. 1-2198, 1-2202 to 1-2210, 1-2213, 1-2215. 1 -2217 to 1 -2220, 1 -2223. 1 -2227. 1 -2233. 1 -2237 
to 1-2245. 1-2248. 1-2250 : 1-2252 to 1-2255, 1-2258, 1-2262, 1-2268, 1-2272 to 1-2280, 1-2283, 1-2285, 1-2287 to 
1-2290. 1 2293. 1 2297. 1 -2303, 1 -2307 to 1 -2315, 1-2318, 1 -2320. 1 -2322 to 1 -2325, 1 -2328, 1 -2332, 1 -2338. 1 -2342 
to 1-2350. 1 2353. 1-2355, 1-2357 to 1-2360, 1-2363, 1-2367, 1-2373, 1-2377 to 1-2385, 1-2388, 1-2390, 1-2392 to 

25 1-2395. 1-2398. 1-2402. 1-2408, 1-2412 to 1-2420, 1-2423, 1-2425. 1 -2427 to 1 -2430, 1 -2433, 1 -2437, 1 -2443, 1 -2447 
to 1-2455. 1-2458. 1-2460, 1-2462 to 1-2465, 1-2468, 1-2472, 1-2478, 1-2482 to 1-2490, 1-2493, 1-2495, 1-2497 to 
1-2500. 1-2503. 1-2507. 1-2513, 1 -251 7 to 1-2520, 1 -2522 to 1-2524, 1-2525, 1-2528, 1-2529, 1-2539 to 1-2541, 
1-2543. 1-2545, 1 -2547. 1 -2549 to 1 -2552 , 1 -2554, 1-2556, 1-2557, 1 -2560 to 1 -2564, 1 -2566, 1 -2568, 1-2570, 1-2572 
to 1-2575. 1-2577. 1-2579 ; 1-2580, 1 -2583 to 1 -2587, 1 -2589, 1 -2591 , 1 -2593, 1 -2629, 1 -2630, 1-2632, 1-2645, 1 -2650, 

30 1-2651. 1-2653. 1-2654. 1-2656, 1-2657, 1 -2665 to 1 -2667, 1 -2707 to 1-2709, 1-2779,1-2780, 1-2782, 1-2783, 1-2905, 

1- 2906. 1-2908, 1-2909. 1-3031. 1-3032, 1-3157. 1-3158, 1-3253 to 1-3322, 2-3. 2-7. 2-11. 2-15. 2-19. 2-23. 2-27! 

2- 31 2-35. 2-42. 2-45. 2-47 to 2-51 , 2-65, 2-71 , 2-73. 2-89, 2-94, 2-97, 2-101 , 2-105, 2-109, 2-113, 2-117. 2-121 , 2-1 25^ 
2-129, 2-136, 2-139 2-141 to 2-145, 2-159, 2-165, 2-167, 2-183, 2-190, 2-194, 2-198. 2-202, 2-206. 2-210, 2-21 4^ 
2-218, 2-222, 2-229. 2-232, 2-234 to 2-238, 2-252, 2-258, 2-260, 2-276, 2-283. 2-287. 2-291. 2-295! 2-299^ 2-303^ 

35 2-307, 2-311 , 2-315, 2-322, 2-325, 2-327 to 2-331, 2-345, 2-351, 2-353, 2-369, 2-376, 2-380, 2-384, 2-388! 2-392^ 
2-396, 2-400, 2-404. 2-408, 2-415, 2-418, 2-420 to 2-424, 2-438, 2-444, 2-446. 2-462, 2-469. 2-473, 2-477, 2-481, 
2-485, 2-489, 2-493, 2-497, 2-501, 2-508, 2-511, 2-513 to 2-517, 2-531, 2-537, 2-539, 2-555! 2-562,' 2-566! 2-57o! 
2-574, 2-578, 2-582. 2-586, 2-590, 2-594, 2-601, 2-604, 2-606 to 2-610, 2-624, 2-630, 2-632, 2-648, 2-655. 2-659! 
2-663, 2-667, 2-671. 2-675, 2-679, 2-683, 2-687, 2-694, 2-697, 2-699 to 2-703, 2-717, 2-723, 2-725, 2-741 , 2-748, 

40 2-752, 2-756, 2-760. 2-764, 2-768, 2-772, 2-776, 2-780, 2-787, 2-790, 2-792 to 2-796, 2-810. 2-816! 2-818, 2-834,' 
2-841, 2-845, 2-849, 2-853, 2-857, 2-861, 2-865, 2-869, 2-873, 2-880, 2-883, 2-885 to 2-889, 2-903, 2-909, 2-911, 
2-927, 2-934, 2-938, 2-942, 2-946, 2-950, 2-954, 2-958, 2-962. 2-966, 2-973, 2-976. 2-978 to 2-982, 2-996, 2-1002! 
2-1004, 2-1020, 2-1027, 2-1031 , 2-1035, 2-1039, 2-1043, 2-1047, 2-1051 , 2-1055, 2-1059, 2-1066, 2-1069, 2-1071 to 
2-1075, 2-1089, 2-1095, 2-1097, 2-1113, 2-1120, 2-1124, 2-1128, 2-1132, 2-1136, 2-1140, 2-1144, 2-1148, 2-1152, 

45 2-1159, 2-1162, 2-1164 to 2-1168, 2-1182, 2-1188, 2-1190, 2-1206, 2-1213, 2-1217, 2-1221 , 2-1225, 2-1229', 2-1233! 
2-1237, 2-1241 , 2-1245, 2-1252, 2-1255, 2-1257 to 2-1261 , 2-1275, 2-1281 , 2-1283, 2-1299. 2-1306. 2-131o! 2-1314! 
2-1318, 2-1322, 2-1326, 2-1330, 2-1334, 2-1338, 2-1345, 2-1348, 2-1350 to 2-1354, 2-1368. 2-1374. 2-1 37e! 2-1392! 
2-1397 to 2-1405, 2-1408. 2-1410, 2-1412 to 2-1415, 2-1418, 2-1422, 2-1428, 2-1432 to 2-1440, 2-1443, 2-1445! 
2-1447 to 2-1450, 2-1453. 2-1457, 2-1463, 2-1467 to 2-1475, 2-1478, 2-1480, 2-1482 to 2-1485, 2-1488! 2-1492! 

so 2-1498, 2-1502 to 2-1510. 2-1513, 2-1515, 2-1517 to 2-1520, 2-1523, 2-1527, 2-1533, 2-1537 to 2-1545! 2-1548! 
2-1550, 2-1552 to 2-1555. 2-1558, 2-1562, 2-1568, 2-1572 to 2-1580, 2-1583, 2-1585, 2-1587 to 2-159o! 2-1593, 
2-1597, 2-1603, 2-1607 to 2-1615, 2-1618, 2-1620, 2-1622 to 2-1625, 2-1628, 2-1632, 2-1638, 2-1642 to 2-165o! 
2-1653, 2-1655, 2-1657 to 2-1660, 2-1663, 2-1667, 2-1673, 2-1677 to 2-1685, 2-1688, 2-1690, 2-1692 to 2-1695! 
2-1698, 2-1702, 2-1708, 2-1712 to 2-1720, 2-1723, 2-1725, 2-1727 to 2-1730, 2-1733, 2-1737, 2-1743, 2-1747 to 

55 2-1755, 2-1758, 2-1760, 2-1762 to 2-1765, 2-1768, 2-1772, 2-1778, 2-1782 to 2-1790, 2-1793. 2-1795! 2-1797 to 
2-1800, 2-1803, 2-1807, 2-1813, 2-181 7 to 2-1825,2-1828,2-1830.2-1832 to 2-1835,2-1838,2-1842,2-1848,2-1852 
to 2-1860, 2-1863, 2-1865, 2-1867 to 2-1870, 2-1873, 2-1877, 2-1883, 2-1887 to 2-1895, 2-1898. 2-1900. 2-1902 to 
2-1905,2-1908,2-1912,2-1918,2-1922 to 2-1 930, 2-1933, 2-1935. 2-1937 to 2-1940,2-1943,2-1947, 2-1953,2-1957 
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to 2-1 965 2-1 968 2-1 970, 2-1 972 to 2-1 975, 2-1 978, 2-1 982, 2-1 988, 2-1 992 to 2-2000, 2-2003, 2-2005, 2-2007 to 
2-201 0 2-201 3 2-201 7, 2-2023, 2-2027 to 2-2035, 2-2038, 2-2040. 2-2042 to 2-2045, 2-2048, 2-2052, 2-2058, 2-2062 
to 2-2070 2-2073. 2-2075. 2-2077 to 2-2080, 2-2083, 2-2087, 2-2093, 2-2097 to 2-2105, 2-2108, 2-2110, 2-2112 to 
2-2115 2-2118 2-2122 2-2128,2-213210 2-2140.2-2143,2-2145,2-214710 2-2150,2-2153,2-2157.2-2163,2-2167 

5 to 2-2175 2-2178 2-2180, 2-2182 to 2-2185, 2-2188. 2-2192, 2-2198, 2-2202 to 2-2210, 2-2213, 2-2215, 2-2217 to 
2-2220 2-2223 2-2227, 2-2233, 2-2237 to 2-2245, 2-2248, 2-2250. 2-2252 to 2-2255, 2-2258, 2-2262, 2-2268, 2-2272 
to 2-2280 2-2283 2-2285, 2-2287 to 2-2290. 2-2293, 2-2297, 2-2303, 2-2307 to 2-2315, 2-2318, 2-2320. 2-2322 to 
2-2325 2-2328 2-2332 2-2338, 2-2342 to 2-2350. 2-2353, 2-2355. 2-2357 to 2-2360, 2-2363, 2-2367, 2-2373, 2-2377 
to 2-2385 2-2388. 2-2390, 2-2392 to 2-2395, 2-2398, 2-2402, 2-2408, 2-2412 to 2-2420, 2-2423, 2-2425, 2-2427 to 

10 2-2430 2-2433 2-2437. 2-2443, 2-2447 to 2-2455, 2-2458, 2-2460. 2-2462 to 2-2465, 2-2468, 2-2472, 2-2478, 2-2482 
to 2-2490 2-2493, 2-2495, 2-2497 to 2-2500. 2-2503, 2-2507. 2-2513, 2-2517 to 2-2520, 2-2522, 2-2524, 2-2525, 
2-2528 2-2529 2-2539 to 2-2541 , 2-2543. 2-2545, 2-2547, 2-2549 to 2-2552, 2-2554, 2-2556, 2-2557, 2-2560 to 
2-2564^ 2-2566, 2-2568, 2-2570, 2-2572 to 2-2575, 2-2577, 2-2579, 2-2580, 2-2583 to 2-2587, 2-2589, 2-2591 , 2-2593 
and 2-3253 to 2-3322. 

15 [0088] The most preferred compounds are: 

4-(3-aminopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1H-pyrrole, 
4-(3-acetylaminopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1H-pyrrole, 
2-(4-fluorophenyl)-4-(3-methylaminopropyl)-3-(pyridin-4-yl)-1H-pyrrole, 
20 [5-(4-fluorophenyl)-4-(pyridin-4-yl)-1/-/-pyrrol-3-yl]-(pyridin-4-yl)methanol, 

4-(Vacetyl-1,2,3,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-^ 
2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(1,2,3,6-tetrahydropyridin-4-yl)-1H-pyrrole, 

2- (4-fluorophenyl)-4-(piperidin-4-yl)-3-(pyridin-4-yl)-1H-pyrrole, 

3- (4-f luorophenyl)-1 -(piperidin-4-yl)-2-(pyridin-4-yl)-1 H-pyrrole, 

25 i-(i-acetylpiperidin-4-yl)-3-(4-fluorophenyl)-2-(pyridin-4-yi)-1 H-pyrrole, 

3-(4-fluorophenyl)-1 -[1 -(2-nitroethyl)piperidin-4-yl]-2-(pyridin-4-yl)-1 H-pyrrole, 
3-(4-f luorophenyl)-1 -[3-(morpholin-1 -yl)propyl]-2-(pyridin-4-yl)-1 H-pyrrole, 
3-(4-fluorophenyl)-1 -(piperidin-3-yl)-2-(pyridin-4-yl)-1 H-pyrrole, 

1 -(azetidin-3-yl)-3-(4-f luorophenyl)-2-(pyridin-4-yl)-1 H-pyrrole, - 
30 . 4-(3-dimethylaminopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 

2-(4-f luorophenyl)-4-[3-(piperidin-1 -yl)propyl]-3-(pyridin-4-yl)-1 H-pyrrole, • 

2-(4-f luorophenyl)-4-[3-(1 -methylpiperazin-4-yl)propyl]-3-(pyridin-4-yl)-1 H-pyrrole, 

2-(4-f luorophenyl)-4-(1 -methyl- 1 ,2,3,6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

2-(4-f luorophenyl)-4-(1 -methylpiperidin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
35 3-(4-fluorophenyl)-2-(pyridin-4-yl)-1-(2,2 ! 6,6-tetramethylpiperidin-4-yl)-1 H-pyrrole, 

2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(quinuclidin-2-en-3-yl)-1 H-pyrrole, 

2-(4-fluorophenyl)-3-(pyrldin-4-yl)-4-(quinuclidin-3-yl)-1 H-pyrrole, 

2- (4-fluorophenyl)-4-(4-hydroxypiperidin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

3- (4-f luorophenyl)-2-(pyridin-4-yl)-1 -(quinuclidin-3-yl)-1 H-pyrrole, 

40 1 -(4-aminocyclohexyl)-3-(4-fluorophenyI)-2-(pyrldin-4-yl)-1 H-pyrrole, 

3- (4-fluorophenyl)-2-(2-methylaminopyrimidin-4-yl)-1-(piperidin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(8-methyl-8-azabicyclo[3.2.1]oct-2-en-3-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(8-methyl-8-azabicyclo[3.2.1)octan-3-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

4- (8-azabicyclo[3.2.1]oct-2-en-3-yl)-2-(4-fluorophenyl)-3-(pyrldin-4-yl)-1 H-pyrrole, 

45 2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(1,2 ! 3,6-tetrahydro-2,2,6,6-tetramethylpyridin-4-yl)-1 H-pyrrole, 

2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(2 f 2 ! 6,6-tetramethylpiperidln-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(2-methyl-1 , 2,3, 6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(6-methyl-1,2,3,6-tetrahydropyridin-4-y!)-3-(pyridln-4-yl)-1 H-pyrrole,. 
4-(1 -ethyl-1 ,2,3,6-tetrahydropyridin-4-yl)-2-(4-f luorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, - 

so 4-(1-ethylpiperidin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 

2-(4-fluorophenyl)-4-(1 -isopropyl-1 ,2,3 ? 6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-f luorophenyl)-4-(1 -propyl-1 ,2,3,6-totrahydropyridin-4-yl)-3-(pyridm-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(1 -phenethyl-1 ,2 : 3,6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(1 ,2,3,5,8,8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

55 2-(4-fluorophenyl)-4-(1 J 2,3,5,6,8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-1H-pyrrote, 

4-(1 ,6-dimethyl-1 ,2,3,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-(1,2-dimethyl-1, 2,3, 6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
2-(4-fluorophenyl)-4-(1,2,2,6,6-pentamethyl-1 ( 2,3,6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 
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4-(3-dimethylamino-1 -propen-1 -yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
4-(4-aminobuty l)-2-(4-f iuoropheny l)-3-(pyridin-4-yl)- 1 H-py rrole, 
4-(1^thyl-6-methyl-1 : 2 ; 3.6-tetrahydropyri^^ 

4-(1-ethyl-2-methyl-1 ? 2,3 : 6-tetrahydropyridin-4-yl)-2-(4-fiuorophenyl)-3-(pyri 
5 1 -(3-dimethylaminopropyl)-3-(4-fiuorophenyl)-2-(pyridin-4-yl)-1 H-pyrrole, 

2-(4-fluorophenyl)-4-(1 ; 2 : 3.5 5 67 ; 83a-octahydro^ 
4-(6-allyl-1-methyM : 2 : 3,6-tetrahydropyri^^ 
4-(2-alryl-1-methyl-1 J 2,3,6-tetrahydropy^ 

4-(6-benzyl-1 -methyl- 1 } 2 : 3 5 6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 
10 4-(2-benzyl-1 -methyl-1 ; 2 : 3 : 6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole, 

2-(4-fluorophenyl)-4-(6-methyl-1 -propyl-1 ; 2 : 3 ; 6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

2-(4-fluorophenyl)-4-(2-methyl-1-propyl-1 ; 2 : 3 : 6-tet^^^ 

2-(4-fluorophenyl)-4-(1.3 : 4 ! 67 ; 9a-hexahydro-2H^ 

2-(4-fluorophenyl)-4-(1 ! 3 : 4 : 6 : 9 : 9a-hexahydro-2H^^ 
*5 2-(4-fluorophenyl)-4-(1 ! 2 ; 3 ! 5 ! 8 : 8a-hexahydroindolizin-7-yl)-3-(2-methylaminopyrim^ 

2-(4-fluorophenyl)-4-(1 ; 2 : 3 : 5 r 6 : 8a-hexahydroindolizin-7^ 

2-(3 : 4-dmuorophenyl)-4-(1 : 2 : 3 : 5 ! 8 ; 8a-hexahydroindonzin^^ 

2-(3 : 4-dmuorophenylM-0:2 : 3 : 5 : 6 : 8a-hexahydroindolizin^ 

4-(1 : 2 : 3 ! 5 : 8 J 8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yO 
20 4-(1,2 ; 3 } 5 : 6,8a-hexahydroindolizin-7-yl)-3-(pyridin-4^^ 

2-(3-fluorophenyl)-4-(1,2 ; 3 ; 5 ? 8 ! 8a-hexahydroindoiizin-7-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

2-(3-fluorophenyl)-4-(1 5 2 : 3 : 5 ! 6 : 8a-hexahydroindolizin-7-yl)-3-(pyridin-4-y1 )-1 H pyrrole, 

2-(3-chlorophenyl)-4-(1,2,3 ; 5 ! 8 r 8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-1 H-pyrrole, 

2-(3-chlorophenyl)-4-(1 ^^^^^a-hexahydroindolizin^-yl^-tpyridin^-ylVI H-pyrrole 3 
25 4-(1 ? 2 : 3 : 5 : 8 : 8a-hexahydroindolizin-7-yl)-2-phenyl-3-(pyridin-4-yl)-1 H-pyrrole, and 

4-(1 : 2 ? 3 ; 5 : 6 5 8a-hexahydroindolizin-7-yl)-2-phenyl-3-(pyridin-4-yl)-1 H-pyrroie; and pharmacologically acceptable 

salts, esters or other derivatives thereof. 

[0089] It should be noted that the specific combination of substituents R 1 , R 2 and R 3 shown in the above Tables 1 
30 and 2 can also be applied to the substituents R 1 , R 2 and R 3 in formulae (I-2), (I-4) and (I-5) above. 

[0090] The compounds of formula (I) and pharmacologically acceptable salts, esters and other derivatives thereof 
of the present invention can be prepared according to a variety of processes well known in the art for the preparation 
of compounds of this type, for example as described in the following Methods A to M below. 

35 Method A 

[0091] Method A is a method to prepare compounds of formula (1-1) of the present invention. 
4 o Reaction Scheme A 



NH 2 StepAl R H StepA2 h 

W (3a) (I-l) 



[0092] In the above formulae : R 1 , R 2 and R 3 are as defined above. 
55 Step A1 

[0093] In this Step, a pyrrolidine compound of formula (3a) is prepared by reacting an aminonitrile compound of 
formula (1a) with an a.p-unsaturated aldehyde compound of formula (2a). This reaction is well known in the field of 
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synthetic organic chemistry and can be carried out using well known techniques, for example according to the method 
described in EP 0733823, the contents of which are incorporated herein by reference thereto. 
[0094] In more detail, this Step is carried out in the presence of a base. There is no particular restriction on the nature 
of the bases used, and any base commonly used in reactions of this type may equally be used here. Examples of such 

5 bases include: alkali metal hydroxides, such as lithium hydroxide, sodium hydroxide and potassium hydroxide; alkali 
metal hydrides, such as lithium hydride, sodium hydride and potassium hydride; alkali metal amides, such as lithium 
amide : sodium amide, potassium amide and lithium bis(trimethylsilyl)amide; and alkali metal alkoxides, such as lithium 
ethoxide, sodium methoxide, sodium ethoxide and potassium t-butoxide. Of these, we prefer the lithium amides. 
[0095] The reaction is normally and preferably effected in the presence of a solvent. There is no particular restriction 

10 on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or on the reagents 
involved and that it can dissolve the reagents, at least to some extent. Examples of suitable solvents include: aliphatic 
hydrocarbons, such as hexane and heptane: aromatic hydrocarbons, such as benzene, toluene and xylene; ethers, 
such as diethyl ether, diisopropyl ether, tetrahydrofuran and dioxane; and alcohols, such as methanol, ethanol, propa- 
nol, isopropanol and butanol. Of these ; we prefer the ethers. 

15 [0096] The reaction can take place over a wide range of temperatures, and the precise reaction temperature is not 
critical to the invention. The preferred reaction temperature will depend upon such factors as the nature of the solvent, 
and the starting material or reagent used. However, in general, we find it convenient to carry out the reaction at a 
temperature of from -78°C to 1 00°C , more preferably from -78°C to room temperature. The time required for the reaction 
may also vary widely, depending on many factors, notably the reaction temperature and the nature of the reagents and 

20 solvent employed. However provided that the reaction is effected under the preferred conditions outlined above, a 
period of from 1 0 minutes to 30 hours, more preferably from 1 hour to 20 hours, will usually suffice. 

Step A2 

25 [0097] In this Step, the desired pyrrole derivative of formula (1-1 ) of the present invention is prepared by the elimination 
of hydrogen cyanide and water from the compound of formula (3a) prepared in Step A1 above. These reactions are 
well known in the field of synthetic organic chemitry and can be carried out using well known techniques, for example 
according to the methods described in detail in EP 0733823. 

[0098] In more detail, this may be achieved by heating the residue obtained by distilling off the solvent from the 
30. product of Step A1 , or by heating the material obtained by extracting that residue, washing it with water and distilling 
off the solvent, preferably at a temperature not lower than 1 00°C, in the presence or absence of a solvent after com- 
pletion of the reaction of Step A1 . The reaction proceeds sufficiently in the absence of a solvent, but, when a solvent 
is used, the solvent is preferably inert and has a higher boiling point. Examples of suitable solvents include: toluene, 
xylene, dimethylformamide, dimethylacetamide, dimethyl sulfoxide, diglyme and diphenyl ether. 



35 



40 



45 



Method B, Method C, Method D and Method E 

[0099] Method B, Method C, Method D and Method E are used to prepare compounds of formulae (I-2), (I-3), (I-4) 
and (I-5) respectively using the processes outlined in Reaction Schemes B to E below. 

R 1 

Reaction Scheme B r2_ ch= ^ , r2 r1 r 2 

/C N (2b) CHO W CN W 

NH 2 StepBl H StepB2 H 

(lb) . (3b) 0-2) 



50 



55 
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Reaction Scheme C R 1 - C H=CH-CHO R 1 R 1 



/ CN (2c) 



R 2 -CH ► H0^ N ' - r2 - - N ' 

(lc) NHR3 Step CI ^ * S tepC2 R 3 

(3c) a-3) 



70 



o 

Reaction Scheme D CH 2 =CH— C— R 1 



(2d) "<^JO< OH R3-0^ R 1 



R 3_CH R 3 7 K ^ 7. 



(Id) 



NHR 2 StepDl R 2 StepD2 R* 

(3d) * 0-4) 



20 



25 



Reaction Scheme E R 3 -CH=CH-CHO R 3 

NHR 1 Step El ^ ^ Step E2 R 1 

a-5) 



(le) R 

(3e) 



30 [0100] In the above formulae, R 1 , R 2 and R 3 are as defined above. 

[0101] In the above Reaction Schemes Step B1 , Step C1, Step D1 and Step E1 are carried out in a similar manner 
to Step A1 above, and Step B2 5 Step C2, Step D2 and Step E2 are carried out similarly to Step A2 above. 

Method F 

35 

[0102] In this method, compounds of formula (1-1 ) of the present invention wherein R 3 is an aminomethyl, aminoethyl, 
aminopropyl or aminopropenyl group [(l-1a), (l-1b) (l-1c) and (1-1 d) respectively] are prepared as shown in Reaction 
Scheme F. 

40 



45 



50 



55 
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Reaction Scheme F 



« NC 

0 2 SH^J-CH 3 



75 



20 



25 



30 



35 



40 



45 



R 2 -CH=CH-C0 2 R 13 
(4) 



Oxidation 



(5) 



R 2 C0 2 R 



,13 



Step F3 



StepFl 



R* CHO 



R 1 ' >T 
H 



NH 2 OH 



Reduction ^ 



CH 2 OH 



(6) 



StcpF2 



H 

(7) 



R 2 HC=NOH 



(8) 



Step F8 y 
Condensation 



StepF4 R - N 

M (9) 

^Step F6 

.Condensation 



v Step F5 

Reduction 



R 2 HC=CHCN 



R 2 HC=CHN0 2 



R" ^Kl 

H (10) 



Reduction 
R 2 ^CHjfe-CN 



StepFll 
Reduction 



R -KT 

H (12) 



StepFlO 

Reduction R ' 

H 



R 2 HC=CHCH 2 NH 2 



1StepF7 
Reduction 

R 2 (CH 2 >2NH 2 



H 

(Ma) 



,CH 2 NH 2 



R -N 
H 



H 



(Md) 



(Mb) 



H 
(He) 



(CH2)3-NH 2 



R - N 
H 



50 



55 



[0103] In the above formulae, R 1 and R 2 are as defined above and R 13 is selected from the group consisting of 
hydrogen atoms, lower alkyl groups as defined and exemplified above and aralkyl groups as defined and exemplified 
above. 

Step F1 

[0104] In this Step, a pyrrole carboxylic acid derivative of formula (6) is prepared by reacting an a, fi- unsaturated 
compound of formula (4) with an isonitrile compound of formula (5). Reactions of this type are well known in the field 
of synthetic organic chemistry and can be carried out using well known techniques, for example according to the 
methods described in detail in R. Di Santo et al., Synthetic Communications, 25(6), pp. 795-802 (1995), the contents 
of which are incorporated herein by reference thereto. 

Step F2 

[0105] In this Step, a hydroxymethyl compound of formula (7) is prepared by reducing the pyrrole carboxylic acid 
derivative of formula (6) prepared in Step F1 above. Reduction reactions of this type are well known in the field of 
synthetic organic chemistry and can be carried out using well known techniques, for example according to the method 



2B7 
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described in detail in R. F. Nystrom et al., J. Am. Chem. Soc. : 71 s 3245 (1945) ; the contents of which are incorporated 
herein by reference thereto, using a reducing agent such as lithium aluminum hydride, lithium borohydride or diisobutyl 
aluminum hydride. 

5 Step F3 

[0106] In this Step, an aldehyde compound of formula (8) is prepared by oxidizing the hydroxymethyl compound of 
formula (7) prepared in Step F2 above. Oxidation reactions of this type are well known in the field of synthetic organic 
chemistry and can be carried out using well known techniques, for example according to the method described in detail 
10 in S. Bartel & F. Bohlmann, Tetrahedron Lett., 685 (1 985) : the contents of which are incorporated herein by reference 
thereto, using an oxidizing agent such as chromic acid., manganese dioxide or dimethylsulfoxide. 

Step F4 

is [0107] In this Step : an oxime compound of formula (9) is prepared by reacting the aldehyde compound of formula 
(8) prepared in Step F3 above with hydroxyamine. Dehydration condensation reactions of this type are well known in 
the field of synthetic organic chemistry and can be carried out using well known techniques. 

Step F5 

20 

[0108] In this Step, the desired compound of formula (l-1a) of the present invention is prepared by reducing the 
oxime compound of formula (9) prepared in Step F4 above. Reduction reactions of this type are well known in the field 
of synthetic organic chemistry and can be carried out using well known techniques, for example by catalytic reduction 
or reduction with diborane : examples of which are disclosed in detail in P. N. Rylander & D. R. Steele, Engelhald Ind. 
25 Tech. BulL 3 : 1 9 (1 962) : and J. A. Secrist, III & M. W. Logue : J. Org. Chem., 37, 335 (1 972), the contents of which are 
incorporated herein by reference thereto,. 

Step F6 



30 



35 



40 
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55 



[0109] In this Step, a nitroolefin compound of formula (10) is prepared by a dehydration condensation (aldol con- 
densation) of the aldehyde compound of formula (8) prepared in Step F3 above and nitromethane. Dehydration con- 
densation reactions of this type are well known in the field of synthetic organic chemistry and can be carried out using 
well known techniques, for example according to the method described in detail in D. E. Worall, Org. Synth., I, 413 
(1941), the contents of which are incorporated herein by reference thereto. 



Step F7 



[0110] In this Step, the desired compound of formula (l-1b) of the present invention is prepared by reducing the 
nitroolefin compound of formula (10) prepared in Step F6 above. Reduction reactions of this type are well known in 
the field of synthetic organic chemistry and can be carried out using well known techniques, for example according to 
the method described in detail in S. I. Murahashi et al., Bull. Chem. Soc. Jpn., 63, 1252 (1990), the contents of which 
are incorporated herein by reference thereto. 



Step F8 



[0111] InthisStep, a cyanoolefin compound of formula (11) is prepared from the aldehyde compound of formula (8) 
prepared in Step F3 above. This transformation can be performed, for example, via an aldol condensation reaction 
similar to that employed in Step F6 above, a Wittig reaction [for example according to the method described in detail 
in The Organic Chemistry of Phosphorous, Elsevier (1 967), the contents of which are incorporated herein by reference 
so thereto], or a Wittig- Horner reaction [for example according to the method described in detail in L. Homer et al., Chem. 
Ber., 95, 581 (1962) : the contents of which are incorporated herein by reference thereto]. 

Step F9 



[0112] In this Step, a cyanoethyl compound of formula (12) is prepared by reduction of the double bond of the cya- 
noolefin compound of formula (11) prepared in step F8 above. Reduction reactions of this type are well known in the 
field of synthetic organic chemistry and can be carried out using well known techniques, for example according to the 
method described in detail in S. M. Kerwin etal., J. Org. Chem., 52, 1686 (1987) andT. Hudlicky et al., J. org. Chem., 
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52, 4641 (1987), the contents of which are incorporated herein by reference thereto. 
Step F10 

5 [0113] In this Step, the desired compound of formula (1-1 c) of the present invention is prepared by reducing thecyano 
group of the cyanoethyl compound of formula (12) prepared in Step F9 above. Reduction reactions of this type are 
well known in the field of synthetic organic chemistry and can be carried out using well known techniques, for example 
according to the methods described in detail in N. M. Yoon & H. C. Brown, J. Am. Chem. Soc, 90, 2927 (1968) and 
J. Meinweld etaL J. Org. Chem.. 29, 2914 (1964), the contents of which are incorporated herein by reference thereto, 

10 using lithium aluminum hydride or diisobutyl aluminum hydride. 

Step F11 

[0114]. In this Step, the desired compound of formula (l-1d) of the present invention is prepared by reducing the 
is cyano group of the cyanoolefin compound of formula (11 ) prepared in Step F8 above. This reduction is carried out in 
a similar manner to that described in Step F1 0 above. 

[0115] Derivatives of the compounds of formula (1-1 a), (Mb). (1-1 c) and (1-1 d) prepared above in which a nitrogen 
atom of an amino group present therein is substituted can be synthesized by alkylating, acylating and/or sulfonylating 
said amino group according to techniques well known in the field of synthetic organic chemistry. 

20 

Method G 

[01 16] In this method, compounds of formula (1-1) of the present invention wherein R 3 is a heterocyclyl group which 
may optionally be substituted with at least one group selected from Substituent group a and Substituent group 5 and 

25 which is substituted with at least one group selected from Substituent group p and Substituent group y, as defined 
above, a heterocyclyl group having at least one nitrogen atom which may be optionally substituted with at least one 
group selected from Substituent group a and Substituent group 5, as defined above, or a group of the general formula 
-CH(OH)-(CH 2 ) k -R 4 (wherein R 4 is as defined above, and the moiety -CH(OH)-(CH 2 ) k - is a lower alkylene group as 
defined above for the group of formula X which is substituted with a hydroxy group, and k is 0 or an integer of from 1 

30 to 5) can be prepared, as shown in Reaction Scheme G below. 
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Reaction Scheme G 
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55 in the above formulae, 

R 1 , R 2 , R 4 and k are as defined above, 

the substituents R 14 may be the same or different from one another and each is selected from the group consisting 
of hydrogen atoms, lower alkyl groups as defined and exemplified above and aralkyl groups as defined and exemplified 
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above, and 

cyclic group B is a heterocycl group corresponding to the heterocyclyl group which may be optionally substituted 
with at least one group selected from Substituent group a and Substituent group 6 and which is substituted with at 
least one group selected from Substituent group (3 and Substituent group 7 or the heterocyclyl group having at least 
5 one nitrogen atom, which may be optionally substituted with at least one group selected from Substituent group a and 
Substituent group 5 as defined above in the definition of R 4 . 

Step G1 

10 [0117] In this Step, a di-substituted pyrrole compound of formula (13) is prepared by decarboxylating a carboxylic 
acid compound of formula (6a). Decarboxylation of the compound of formula (6a) can be performed by heating under 
acidic alkaline or neutral conditions according to techniques conventionally used in synthetic organic chemistry, for 
example according to the methods described in detail in N. Yoshida et al., Yakugaku Zasshi, 93(5), 584-598 (1973), 
the contents of which are incorporated herein by reference thereto. . 

15 

Steps G2 to G5 

[0118] in Step G2. a silyl compound of formula (14) is prepared by silylating the nitrogen atom at the 1 -position of 
the di-subsntuied pyrrole compound of formula (13) prepared in Step G1 above. 
20 [01 19] In Step G3. a bi omopyrrole compound of formula (1 5) is prepared by brominating the silyl compound of formula 

(14) prepared in Step G2 above with a brominating agent (for example, N-bromosuccinimide, etc.). 

[0120] In Step G4. a hydroxyheterocyclyl compound of formula (17) is prepared by lithiating the compound of formula 

(15) prepared in Step G3 above and then reacting it with a heterocyclyl ketone of formula (16). 

[0121] In Step G5 the desired compound of formula (l-1e) is prepared by deprotecting (desilylating) the compound 
25 of formula (17) prepared in Step G4 above with a desilylating agent [e.g. tetrabutylammonium fluoride (TBAF)]. 

[0122] Each of the reactions in Steps G2 to G5 is well known in the field of synthetic organic chemistry and can be 
carried out using well known techniques. For example, the reactions in Steps G2 to G5 can be carried out according 
to the method described in detail in Brian L. Bray et al., J. Org. Chem., 55, 631 7-6318 (1 990), the contents of which 
are incorporated herein by reference thereto. 

30 

Step G6 

[0123] In this Step, an unsaturated heterocyclyl compound of formula (18) is prepared by subjecting the hydroxy- 
heterocyclyl compound of formula (17) prepared in Step G4 above to a dehydration reaction. Dehydration reactions 

35 of this type are well known in the field of synthetic organic chemistry and can be carried out using well known techniques. 
For example, the dehydration reaction can typically be carried out in the presence of an acid catalyst such as sulfuric 
acid, a solid catalyst such as alumina or a halogenating agent such as thionyl chloride [e.g. in accordance with the 
methods described in detail in G. H. Coleman & H. F. Johnstone, Org. Synth., I. 183 (1941), R. L. Sawyer & D. W. 
Andrus, Org. Synth., Ill, 276 (1955) and J. S. Lomas et aL Tetrahedron Lett., 599 (1971), the contents of which are 

40 incorporated herein by reference thereto]. Alternatively, the dehydration reaction of this step can be accomplished by 
a reaction using a trialkylsilane, such as triethylsilane, tripropylsilane or tributylsilane, and trifluoroacetic acid, for ex- 
ample in accordance with the method described in Francis A. Carey & Henry S. Tremper, J. Am. Chem. Soc, 91, 
2967-2972 (1969), the contents of which are incorporated herein by reference thereto. 

45 step G7 

[0124] In this Step, the desired compound of formula (l-1f) of the present invention is prepared by removing the 
protecting group (the silyl group) from the unsaturated heterocyclyl compound of formula (18) prepared in Step G6 
above in a similar manner to that performed in Step G5 above. 

50 

Step G8 

[0125] In this Step, the desired compound of formula (l-1g) of the present invention is prepared by reducing the 
double bond in the cyclic group B of the compound of formula (1-1 f) prepared in Step G7 above. This is carried out in 
55 a similar manner to the procedure described in Step F9 above. 
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Step Gg 



[0126] In this Step, a hydroxy compound of formula (20) is prepared by reaction between the bromopyrrolecompound 
of formula (1 5) prepared in Step G3 above and an aldehyde compound of formula (1 9). This is carried out in a procedure 
5 similar to that described in Step G4 above. 

Step G10 

[0127] In this Step, the desired compound of formula (1-1 h) of the present invention is prepared by removing the 
10 protecting group (silyl group) from the hydroxy compound of formula (20) prepared in Step G9 above. This is carried 
out in a similar manner to that described in Step G5 above. 

[0128] Where k in the compound of formula (1-1 h) above is an integer of from 1 to 5, the hydroxyalkane moiety can 
be converted into the corresponding alkenylene moiety by subjecting such a compound to a dehydration reaction in a 
similar manner to that described in Step G6 above. 

75 

Method H 

[0129] Generally, the compounds of formula (I) of the present invention can be prepared by introducing the R 3 group 
into a pyrrole compound already substituted on the pyrrole ring with the R 1 group and R 2 group. Compounds of formula 
20 (|-1) can be prepared, for example, according to the Method H, as shown in Reaction Scheme H below. 



Reaction Scheme H 



Br R 3 -^ r2 R 3 r2 r3 

R , Jd — ElL_^ Jri , w 

R V 14 Step HI R ^%T i^iE R 1 ^V 

Si(R 14 ) 3 Si<R 14 >3 H 

(15) (22) (M) 

35 [0130] In the above formulae, R 1 , R 2 : R 3 and R 14 are as defined above, and L represents a leaving group. 

[0131] The leaving group L is a group which is capable of leaving as a nucleophilic residue. Examples include halogen 
atoms such as fluorine, chlorine, bromine and iodine, trihalogenomethyioxy groups such as trichloromethoxy, lower 
alkanesulfonyloxy groups such as methanesulfonyloxy and ethanesulfonyloxy groups, lower halogeno alkane sulfo- 
nyloxy groups such as trifluoromethanesulfonyloxy and pentafluoroethanesulfonyloxy groups, and arylsulfonyloxy 

40 groups such as benzenesulfonyloxy, p-toluenesulfonyloxy and p-nitrobenzenesulfonyloxy groups. Of these, halogen 
atoms are preferred, and bromine atoms are particularly preferred. 

Step H1 

45 [0132] In this Step, a compound of formula (22) is prepared by lithiating the bromopyrrole compound of formula (15) 
prepared in Step G3 above using a procedure simitar to that described in Step G4 above and then reacting the lithiated 
intermediate with a compound of formula (21 ). Substitution reactions of a lithiated pyrrole intermediate of this type are 
well known in the field of synthetic organic chemistry and can be carried out using well known techniques, for example 
according to the methods described in detail in WO 99/01449, the contents of which are incorporated herein by refer- 

50 ence thereto. 

Step H2 

[0133] In this Step, the desired compound of formula (1-1 ) is prepared by removing the protecting group (silyl group) 
55 from the compound of formula (22) prepared in Step H1 above according to a procedure similar to that used in Step 
G5 above. 
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Method I 

[0134] In this method, compounds of formula (I) of the present invention wherein substituent R 3 is a group of formula 
-X-R 4 a; wherein R 4 a is a heterocyclyl group which may be optionally substituted with at least one group selected from 
Substituent group a and Substituent group 5 and which is substituted with at least one group selected from Substituent 
group p and Substituent group y, as defined above, a heterocyclyl group having at least one nitrogen atom, which may 
be optionally substituted with at least one group selected from Substituent group a and Substituent group 6, as defined 
above, or a group of formula -NR a R b , wherein R a and R b are as defined above, in which said group is bonded to the 
group X through the nitrogen atom in said group FP a , can be prepared as shown in Reaction Scheme I below. 



Reaction Scheme I 



R 4 a-H 



^ x _ l a* ii VW. 

(23) 0*> 



Step 12 



I 

r1s NC^>T RZ Reduction 

V-X~ t( Step 13 *~ ^X— I 



StepD ^ — X— NH 2 

(25) (la-) 

[0135] In the above formulae, A, R 1 , R 2 , R 4 a> L and X are as defined above. 
Step 11 



[0136] In this Step : the desired compound of formula (la) of the present invention is prepared by reacting acompound 
of formula (23) with an amine compound of formula (24) so as to replace the group L with the group R 4 a . Nucleophilic 
substitution reactions of this type are well known in the field of synthetic organic chemistry and can be carried out using 

40 well known techniques. This reaction is usually carried out in a solvent in the presence or absence of a base. 

[0137] There is no particular restriction on the solvent used, provided that it has no adverse effect on the reaction 
or the reagents involved and that it can dissolve the reagents, at least to some extent. Examples of suitable solvents 
which can be used include: alcohols such as methanol, ethanol, propanol and isopropanol; ethers such as diethyl ether, 
diisopropyl ether, tetrahydrofuran and dioxane; aprotic polar solvents such as dimethylformamide, dimethylacetamide 

45 and dimethyl sulfoxide; nitriles such as acetonitrile; esters such as methyl acetate and ethyl acetate; aromatic hydro- 
carbons such as benzene, toluene and xylene; and aliphatic hydrocarbons such as pentane, hexane and heptane. 
[0138] Examples of the base which can be used include: alkali metal alkoxides such as sodium methoxide, sodium 
ethoxide and potassium t-butoxide; alkali metal hydrides such as sodium hydride and lithium hydride; alkali metal 
hydroxides such as sodium hydroxide and potassium hydroxide; alkali metal carbonates such as sodium carbonate 

so and potassium carbonate; and amines such as triethylamine, tributylamine, pyridine, picoline and 1 ,8-diazabicyclo 
[5.4.0]-7-undecene. 

[0139] A compound of formula (la') of the present invention, which is a compound of formula (la) wherein R 4 a is an 
amino group (-NH 2 ), can also be prepared via an azide compound (25) according to Steps 12 and 13 below. 

55 Step 12 

[0140] In this Step, an azide compound of formula (25) is prepared by reacting a compound of formula (23) with 
sodium azide in the presence of a solvent. 
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[0141] There is no particular restriction on the solvent used., provided that it has no adverse effect on the reaction 
or the reagents involved and that it can dissolve the reagents, at least to some extent. Examples of suitable solvents 
which can be used include: halogenated hydrocarbons such as dichloromethane, chloroform, carbon tetrachloride and 
dichloroethane: ethers such as diethyl ether diisopropyl ether tetrahydrofuran and dioxane; aprotic polar solvents 
such as dimethylformamide : dimethylacetamide and dimethylsulfoxide; nitriles such as acetonitrile; esters such as 
methyl acetate and ethyl acetate; aromatic hydrocarbons such as benzene, toluene and xylene; aliphatic hydrocarbons 
such as pentane, hexane and heptane; and mixtures thereof. 

Step 13 



[0142] In this Step, the desired compound of formula (la') of the present invention is prepared by reducing the azide 
compound of formula (25) prepared in Step 12 above. Reduction reactions of this type are well known in the field of 
synthetic organic chemistry and can be carried out using well known techniques, for example according to the catalytic 
reduction method described in detail in E. J. Corey et aL Synthesis, 590 (1975), the contents of which are incorporated 
*5 herein by reference thereto. 

Method J 

[0143] In this method, compounds of formula (lb) of the present invention wherein R 2 is a heteroaryl group having 
20 at least one nitrogen ritom and is substituted with a group of formula -NR c R d , wherein R c and R d are as defined above 
can be prepared, as shown in Reaction Scheme J below. 



Reaction Scheme J 



. NHR c R d 



R 3 ^3 
(26) (lb) 



[0144] In the above formulae, the cyclic group A, R 1 : R 3 : R c and R d are as defined above, R 2 ' is a heteroaryl group 
having at least one nitrogen atom as defined above in the definition of substituent R 2 and L' is a leaving group. Thus, 
the group -R 2 '-L" is, for example, 2-methanesulfonylpyrimidin-4-yl, 2-methanesu!fonyipyridin-4-yl, etc. 
40 [0145] The leaving group L' is a similar group to the leaving groups defined and exemplified above in the definition 
of L or it is a tower alkylsulfonyl group as defined and exemplified above, such as a methanesulfonyl, ethanesulfonyl, 
propanesulfonyl or butanesuffonyl group. The group L' is preferably a lower alkylsulfonyl group, and more preferably 
a methanesulfonyl group. 

45 Step J1 

[01 46] In this Step : the desired compound of formula (lb) of the present invention is prepared by reacting a compound 
of formula (26) with an amine compound of formula (27) to replace the leaving group with a group of formula -NR c R d . 
This step is carried out using a procedure similar to that used in Step II above. 



Method K 

[01 47] In this method, compounds of formula (I) of the present invention wherein R 3 is a group containing a pyridine 
ring can be prepared by subjecting a compound of formula (I) in which R 3 is a tetrahydropyridine group to a dehydro- 
genation reaction to convert the tetrahydropyridine group to a pyridine group, this dehydrogenation being as shown in 
Reaction Scheme K below. 
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Reaction Scheme K 





Dehydrogenationx.^^— ^ 
SteoKl 



NH or \ — / StepKl 

10 [0148] Dehydrogenation reactions of the type depicted in Step K1 above are well known in the field of synthetic 
organic chemistry and can be carried out using well known techniques, for example according to the method described 
in detail in G. Wieslaw et al., J. Med. Chem., 28, 311-317 (1985) : the contents of which are incorporated herein by 
reference thereto, using a palladium -carbon catalyst. 

[01 49] The compounds which can be used as starting materials in Method A to Method J above, that is the compounds 
15 of formulae (la), (1b), (1c). (Id), (1e), (2a), (2b), (2c), (2d), (2e), (4), (5), (6a), (16), (19), (21), (24) and (27), are either 
known compounds themselves or are compounds which are easily obtainable by treating known compounds according 
to known methods (for example, according to the methods described in WO 97/5877, the contents of which are incor- 
porated herein by reference thereto). The starting materials of formulae (23) and (26) in Methods I and J respectively 
can be easily synthesized from known compounds by carrying out similar reactions to those described in Method A to 
20 Method E above. 

Method L 

[0150] In this method, a 4-oxopiperidine compound of formula (35), which is a starting material falling within the 
25 scope of the compounds of formula (1 6) above, is prepared as shown in the following Reaction Scheme L. 
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Reaction Scheme L 



r15 o 2 c> v .r 7 



R 9 



(28) 



R 10 -NH 2 1g ? 

(29) ^ C^Cv^-R 

R R 9 R 10 



Step LI 



(30) 



R 15 0 2 a \StepL5 




StepL2 



X"X R " \ / 1 

(36) \ / (31) 

R 15 0 2 C R 7 R * C0 2 R 16 

4Jc 




v^CC^R 



16 



?9 V 



10 



(32) 



StepL3 

Dieckmann reaction 



R 7 O 
R 15 0 2 C^\JL^R 5 



O R 



and/or r8 



R" R io R 
(33) 



StepL4 



(34) 



Hydrolysis 
Decarboxylation 



(35) 



[0151] In the above formulae, R5, R?, R8, r9 rio, r h and R12 are as defined above, and R15 and R« are the same 
55 or different and each is a lower alkyl group as defined above or an aralkyl group as defined above. 
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Steps L1 to L5 

[0152] In step L1 , an amino ester compound of formula (30) is prepared by an addition reaction between an unsatu- 
rated ester compound of formula (28) and an amine compound of formula (29). 
5 [0153] In Step 12, a diester compound of formula (32) is obtained by a further addition reaction between an unsatu- 
rated ester compound of formula (31) and the amino ester compound of formula (30) prepared in Step L1 above. 
[0154] In Step L3, the compound of formula (32) prepared in Step L2 above is subjected to Dieckmann reaction to 
give a keto ester compound of formula (33) and/or formula (34). 

[01 55] In Step L4, the compound of formula (33) and/or the compound of formula (34) prepared in Step L3 above is 
10 subjected to consecutive hydrolysis and decarboxylation reactions to prepare the desired 4-oxopiperidine compound 
of formula (35). 

[0156] Step L5 is an alternative process for the preparation of the diester compound of formula (32) and it involves 
reaction of the unsaturated ester compound of formula (28) with an amino ester compound of formula (36). This is 
carried out in a similar manner to that described in Step L2 above. Step L5 is preferably employed where the compound 
is of formula (32) to be prepared is one wherein R 10 and R 11 together form an alkylene group having from 1 to 6 carbon 
atoms which is unsubstituted or is substituted with at least one substituent selected from the group consisting of Sub- 
stituent group a defined above, Substituent group p defined above, Substituent group y defined above and Substituent 
group 6 defined above. 

[0157] Each of the reactions in Steps L1 to L5 is well known in the field of synthetic organic chemistry and can be 
20 carried out using well known techniques. For example, the reactions in Steps L1 to L5 can be carried out according to 
the method described in detail in U. M. Teotino, J. Org. Chem., 27, 1406 (1962), the contents of which are incorporated 
herein by reference thereto. 

Method M 

25 

[0158] In this method, a compound of formula (35a), which is a 4-oxopiperidine compound of formula (35) above 
wherein R 10 and R 11 together form an alkylene group having from 1 to 6 carbon atoms which is unsubstituted or is 
substituted with at least one substituent selected from the group consisting of Substituent group a defined above, 
Substituent group p defined above, Substituent group y defined above and Substituent group 5 defined above and 
30 each of R 5 , R 7 to R 9 and R 12 is a hydrogen atom can be prepared as shown in Reaction Scheme M below. 

Reaction Scheme M 



35 



40 



45 




Decarboxylation (35a) 

50 

[0159] In the above formulae, R 17 and R 18 may be the same or different and each represents a lower alkyl group as 
defined and exemplified above or an aralkyl group as defined and exemplified above, R 19 and R 20 may be the same 
or different and each represents a lower alkyl group as defined and exemplified above or R 19 and R 20 together represent 
a lower alkylene group as defined and exemplified above, and W represents an alkylene group having from 1 to 6 
55 carbon atoms which is unsubstituted or is substituted with at least one substituent selected from the group consisting 
of Substituent group a defined above, Substituent group £ defined above, Substituent group y defined above and 
Substituent group 6 defined above. 

[0160] The two steps of Method M can be carried out according to the methods described in detail in O. Pollet et al., 
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Heterocycles : 43, 1391 (1996) and Anet et al.. Austral. J. Scient. Res. : <A3> : 535*640 (1950), the contents of which 
are incorporated herein by reference thereto. 

[01 61 ] After completion of each of the reactions described in the steps of Method A to Method M above, the desired 
compound may be isolated from the reaction mixture in a conventional manner. For example, it can be obtained by 
5 neutralizing the reaction mixture as needed, removing insoluble matters by filtration, if any are present., adding organic 
solvents which are not miscible with each other, such as water and ethyl acetate, washing with water or the like, 
separating the organic layer containing the desired compound, drying it over anhydrous magnesium sulfate orthe like 
and then distilling off the solvent. 

[01 62] If necessary, the desired compound thus obtained can be isolated and purified by using a conventional method 
to such as recrystallization or reprecipitation or by a chromatographic method. Examples of chromatography include 
adsorption column chromatography using a carrier such as silica gel, alumina or magnesium-silica gel type Florisil, 
chromatography using a synthetic adsorbent, for example, partition column chromatography using a carrier such as 
Sephadex LH-20 (product of Pharmacia), Amberlite XAD-11 (product of Rohm & Haas) or Diaion HP-20 (product of 
Mitsubishi Chemical), ion exchange chromatography and normal-phase-reverse-phase column chromatography (high- 
's performance liquid chromatography) using a silica gel or alkylated silica gel. If necessary, two or more of these tech- 
niques can be used in combination to isolate and purify the desired compound. 

[0163] The heteroaryl-substituted pyrrole derivatives of the present invention exhibit excellent inhibitory activity 
against the production of inflammatory cytokines. Consequently, they are effective as a medicament, particularly as 
an agent for the prophylaxis or treatment of diseases mediated by inflammatory cytokines. Examples of such a med- 

20 icament include analgesics, anti-inflammatory drugs and virucides, and agents for the prophylaxis and treatment of 
chronic rheumatoid arthritis, osteoarthritis, allergic diseases, asthma, septicaemia, psoriasis, osteoporosis, autoim- 
mune diseases (e.g. systemic lupus erythematosus, ulcerative colitis and Crohn's disease), diabetes, nephritis, hep- 
atitis, arteriosclerosis, cancer, ischemic heart disease and Alzheimer's disease. Of these, the compunds of the present 
invention are particularly useful as analgesics and anti-inflammatory drugs and as agents for the prophylaxis and 

25 treatment of chronic rheumatism, osteoarthritis, allergosis, sepsis, psoriasis, osteoporosis, ulcerative colitis, diabetes, 
hepatitis and arteriosclerosis. 

[0164] The compounds of formula (I) and pharmacologically acceptable salts, esters and other derivatives thereof 
according to the present invention can be administered by a number of different routes Examples of these adminis- 
tration routes include oral administration in the form of tablets, capsules, granules, powders or syrups and parenteral 

30 administration in the form of injections or suppositories. Such formulations can be prepared in a known manner by 
using additives such as an excipients, lubricants, binders, disintegrators, stabilizers, corrigents and diluents. 
[0165] Examples of suitable excipients include: organic excipients, examples of which include sugar derivatives such 
as lactose, sucrose, dextrose, mannitol and sorbitol, starch derivatives such as corn starch, potato starch, a-starch, 
dextrin and carboxymethyl starch, cellulose derivatives such as crystalline cellulose, low-substituted hydroxypropyl- 

35 cellulose, hydroxypropylmethylcellulose, carboxymethylcellulose, calcium carboxymethylcellulose and sodium inter- 
nally-crosslinked carboxymethylcellulose, gum arabic : dextran and pullulan; and inorganic excipients, examples of 
which include silicate derivatives such as soft silicic acid anhydride, synthetic aluminum silicate and magnesium alu- 
minometasilicate, phosphates such as calcium phosphate, carbonates such as calcium carbonate, and sulfates such 
as calcium sulfate. 

40 [01 66] Examples of suitable lubricants include: stearic acid; metal salts of stearic acid such as calcium stearate and 
magnesium stearate; talc; colloidal silica; waxes such as bee gum and spermaceti; boric acid; adipic acid; sulfates 
such as sodium sulfate; glycol: fumaric acid; sodium benzoate; DL-leucine; sodium salts of an aliphatic acid: lauryl 
sulfates such as sodium lauryl sulfate and magnesium lauryl sulfate; silicic acid derivatives such as silicic anhydride 
and silicic acid hydrate: and starch derivatives exemplified above as examples of suitable excipients. 
[0167] Examples of suitable binders include polyvinylpyrrolidone, Macrogol and compounds similar to those exem- 
plified above as suitable excipients. 

[0168] Examples of suitable disintegrators include compounds similar to those exemplified above as suitable excip- 
ients and chemically modified starch or cellulose derivatives such as sodium cross carmellose, sodium carboxymethyl 
starch and crosslinked polyvinylpyrrolidone. 

[0169] Examples of suitable stabilizers include: paraoxybenzoate esters such as methylparaben and propylparaben; 
alcohols such as chlorobutanol, benzyl alcohol and phenylethyl alcohol; benzalkonium chloride; phenol derivatives 
such as phenol and cresol; thimerosal; dehydroacetic acid; and sorbic acid. Examples of suitable corrigents include 
sweeteners, acidifiers and flavors commonly employed for this purpose. 

[0170] The dose of the compound of formula (I) or a pharmacologically acceptable salt, ester or other derivative 
thereof according to the present invention will vary depending on a variety of factors including the condition to be 
treated, the age of the patient and the administration route. When administered orally, it is administered to an adult in 
an amount of 0.1 mg (preferably 0.5 mg) a day as a lower limit and 2000 mg (preferably 500 mg) a day as an upper 
limit. It can be administered in from one to several portions depending on the condition of the patient. When administered 
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intravenously, it is administered to an adult in an amount of 0.01 mg (preferably 0.05 mg) a day as a lower limit and 
200 mg (preferably 50 mg) a day as an upper limit. It can be administered in from one to several portions depending 
on the condition of the patient. 

[0171] The following examples, preparative examples, formulation examples and test examples are intended to fur- 
5 ther illustrate the present invention and are not intended to limit the scope of this invention in any way. 

Example 1 

4-(3-Aminopropyl)-2-(4-fluorophenyl)-3-(pyridin-4>yl)-1H-pyrrole (Compound No. 1-97) 

10 

[0172] 



15 




1 (i) 4-Ethoxycarbonyl-2-(4-fluorophenyl)-3-(pyridin-4'Vl)-1 H-pyrrole 

[0173] 36 mi (54.7 mmol) of a 1 .53 N solution of butyllithium in hexane were added to 240 ml of tetrahydrofuran. A 
solution of 15.90 g (54.7 mmol) of a-(p-toluene-sulfonyl)-4-fluorobenzylisonitrile in 120 ml of tetrahydrofuran was then 

25 added to the resulting solution at -45°C, followed by stirring of the resulting mixture for 1 0 minutes at the same tem- 
perature. At the end of this time, 25.00 g (273 mmol) of 95% lithium bromide were added, the resulting mixture was 
stirred for 30 minutes and then a solution of 8.73 g (49.2 mmol) of ethyl 3-(4-pyridyl)acrylate in 1 20 ml of tetrahydrofuran 
was added. The resulting mixture was stirred at the same temperature for 1 hour and then the cooling bath was removed 
and the mixture was stirred at room temperature for a further 1 hour. At the end of this time, 500 ml of water, were 

30 added and the resulting mixture was extracted with ethyl acetate. The organic extract was washed with water and then 
dried over anhydrous sodium sulfate, after which it was concentrated by evaporation under reduced pressure to.afford 
a solid . The solid was washed with diethyl ether to give 1 3.61 g (yield 89%) of the title compound as a pale yellow powder. 
1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 3 ) 8 ppm: 

35 8.84 (1H : broad singlet); 

8.51 (2H : doublet, J=7 Hz); 

7.58 (1H, doublet, J=3 Hz); 

7.21 (2H, doublet, J=6 Hz); 

7.11 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
40 6.97 (2H, triplet, J=9 Hz); 

4.18 (2H, quartet, J=7 Hz); 

1.20 (3H, triplet, J=7 Hz). 

1 (ii) 2-(4-Fluorophenvl)-4-hydroxymethyl-3-(pyridin-4-yl)-1 H-pyrrole 

45 

[0174] 121 .4 ml (121 .4 mmol) of a 1 M solution of diisobutylaluminium hydride in toluene were slowly added dropwise 
to a solution of 12.56 g (40.47 mmol) of 4-ethoxycarbonyl-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole [which was 
obtained in step (i) above] in 630 ml of tetrahyrofuran with ice-cooling. After completing the addition, the cooling bath 
was removed and the mixture was stirred at room temperature for 5 hours. At the end of this time, a saturated aqueous 
so solution of ammonium chloride was added to the reaction mixture and the resulting mixture was extracted with ethyl 
acetate. The organic extract was washed with water, dried over anhydrous magnesium sulfate and then concentrated 
by evaporation under reduced pressure to give 10.80 g (yield 99%) of the title compound as a pale orange powder. 
1 H-Nuclear magnetic resonance'spectrum (500 MHz, CDCl 3 ) 5 ppm: 

55 1 0.52 (1H, broad singlet); 

8.46 (2H, doublet, J=6 Hz); 
7.31 (2H, doublet, J=6 Hz); 
7.26 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
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6.98 (2H : triplet, J=9 Hz); 
6.95 (1H, doublet, J=3 Hz); 
4.50 (2H , singlet); 
3.49 (1H t broad singlet). 

5 

1 (iii) 2-(4-Fluorophenyl)-4-forrnyl-3-(pyridin-4-yl)-1 rt-pyrrole 

[0175] 118.00 g (440 mmol) of manganese dioxide were added to a solution of 10.73 g (40 mmol) of 2-(4-fluorophe- 
nyl)-4-hydroxymethyl-3-(pyridin-4-yl)-1H-pyrrole [prepared as described in step (ii) above] in 120 ml of dimethyl sul- 
fa foxide : after which the resulting mixture was stirred at 50°C overnight. At the end of this time, the reaction mixture was 
filtered, water was added to the filtrate, and this was then extracted with ethyl acetate. The organic extract was washed 
with water, dried over anhydrous magnesium sulfate and then concentrated by evaporation under reduced pressure 
to afford a solid which was washed with diethyl ether to give 7.35 g (yield 69%) of the title compound as a brown powder. 
1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI3-CD3OD) 8 ppm: 

15 

9.76 (1H, singlet); 
8.48 (2H, doublet, J=6 Hz): 
7.59 (1H, singlet): 
7.26 (2H : doublet, J=6 Hz): 
20 7.19 (2H, doublet of doublets, J=9 Hz, 6 Hz); 

7.01 (2H, triplet, J=9 Hz). 

1 (iv) 3-[2-(4-Fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrol-4-yl]acrylonitrile 

25 [0176] 2.92 ml (1 8.02 mmol) of diethylphosphonoacetonitrile were added to 1 6 ml of tetrahydrofuran and the resulting 
solution was added to a suspension of 786 mg (18.02 mmol) of 55% sodium hydride in 60 ml of tetrahydrofuran with 
ice-cooling, and the resulting mixture was then stirred at room temperature for 1.5 hours. At the end of this time, a 
suspension of 4.00 g (15.02 mmol) of 2-(4-fluorophenyl)-4-forrnyl-3-(pyridin-4-yl)-1 H-pyrrole [prepared as described 
in step (iii) above] in 30 ml of tetrahydrofuran was added to this mixture and the resulting mixture was stirred at room 

30 temperature for 1 hour. At the end of this time, water was added to the reaction mixture and the resulting mixture was 
extracted with ethyl acetate. The organic extract was washed with water, dried over anhydrous magnesium sulfate and 
then concentrated by evaporation under reduced pressure to afford a solid which was washed with diethyl ether to give 
2.94 g (yield 68%) of the title compound as a pale brown powder. 
1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCi 3 -DMSO-d 6 ) 5 ppm: 

35 

11.30 (1H. broad singlet); 
8.57 (2H, doublet, J=6 Hz); 
7.24 (1H, doublet, J=4 Hz); 
7.21 (1H, doublet, J=17Hz); 
40 7.19 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

7.13 (2H, doublet, J=6 Hz); 
6.97 (2H, doublet, J=9 Hz); 
5.39 (1H, doublet, J=17 Hz). 



45 



1 (v) 4-(2-Cyanoethyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole 



[0177] 2.94 g (10.16 mmol) of 3-[2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrol-4-yl]acrylonitrile [prepared as de- 
scribed in step (iv) above] were dissolved in a mixture of 20 ml of tetrahydrofuran and 20 ml of methanol, after which 
2.94 g of 1 0% palladium on carbon were added to the solution. The mixture was stirred under a hydrogen atmosphere 
so at room temperature for 8 hours. At the end of this time, the reaction mixture was filtered and the filtrate was concen- 
trated under reduced pressure. The resulting residue was washed with a mixture of 30 ml of diethyl ether and 30 ml 
of ethanol to give 1 .80 g (yield 61%) of the title compound as a pale orange powder. 
1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 3 ) 5 ppm: 

55 8.55 (2H, doublet, J=6 Hz); 

8.27 (1H, broad singlet): 
7.13 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
7.12 (2H, doublet, J=6 Hz); 
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6.98 (2H, triplet, J=9 Hz); 
6.89 (1H, doublet, J=3 Hz); 
2.88 (2H, triplet, J=7 Hz); 
2.43 (2H, triplet, J=7 Hz). 

5 

1 (vi) 4-(3-Aminopropvl)-2-(4-fluorophenyl)-3-(pyridin-4-vlV1 H-pyrrole 

[0178] 1 .80 g (6.1 8 mmol) of 4-(2-cyanoethyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole [prepared as described 
in step (v) above] were added to 100 ml of tetrahydrofuran and the resulting solution was slowly added dropwise with 

10 stirring at room temperature to a suspension of 469 mg (12.36 mmol) of lithium aluminum hydride in 150 ml of tetrahy- 
drofuran. this mixture was stirred at 60°C for 30 minutes. At the end of this time, the reaction mixture was cooled to 
room temperature, 25 ml of water and 0.5 ml of a 15% aqueous solution of sodium hydroxide were slowly added to 
the reaction mixture and the resulting mixture was then filtered. The filtrate was concentrated under reduced pressure, 
after which the residue was dehydrated by azeotropic distillation under reduced pressure using toluene. This azeotropic 

15 distillation was carried out three times to give 1 .71 g (yield 94%) of the title compound as a white powder. 
Melting point: 198 - 199°C 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 6 ppm: 

11.16 (1H. broad singlet): 
20 8.46 (2H, doublet, J=6 Hz); 

7.18 (2H : doublet of doublets, J=9 Hz, 6 Hz); 

7.13 (2H ; doublet J=6 Hz); 

7.11 (2H, triplet, J=9 Hz): 

6.74 (1H, doublet, J=3 Hz); 
25 2.49 (2H, triplet, J=7 Hz); 

2.41 (2H, triplet, J=8 Hz); 

1.48 (2H, quintet, J=8 Hz). 

Example 2 

30 

2 -(4-Fluorophenvl)-3-(pvridin-4-yl)-4-(3-trifluoroacetylaminopropyl)-1 H-pyrrole (Compound No. 1-2533) 
[0179] 

35 



40 




45 [0180] 3.3 ml (23.2 mmol) of trifluoroacetic anhydride were added to a solution of 685 mg (2.32 mmol) of 4-(3-ami- 
nopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole (which was prepared as described in Example 1 above) in 70 
ml of tetrahydrofuran. The resulting mixture was stirred at room temperature for 30 minutes. At the end of this time, 
200 ml of a saturated aqueous solution of sodium hydrogencarbonate were added to the reaction mixture, and then 
this was extracted with ethyl acetate. The organic extract was washed with water and concentrated by evaporation 

50 under reduced pressure. The resulting residue was purified by chromatography on a silica gel column using a 1 :1 by 
volume mixture of hexane and ethyl acetate as the eluant to give 280 mg (yield 31%) of the title compound as a white 
powder. 

Melting point: 229 - 230°C 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI3) 8 ppm: 

55 

10.09 (1H, broad singlet): 
8.49 (2H, doublet, J=6 Hz); 
7.93 (1H, broad singlet); 
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7.18 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
7.13 (2H, doublet. J=6 Hz); 
6.94 (2H, triplet. J=9 Hz); 
6.74 (1H. doublet. J=3 Hz): 
5 3.29 (2H : doublet of doublets, J=13 Hz, 7 Hz); 

2.56 (2H : triplet, J=8 Hz); 
1.74 (2H, quintet, J=8 Hz). 

Example 3 

10 

4-(3-Acetylaminopropyl)-2-(4-fluorophenyl)-3-(pyridin-4~yl)>1/-/-pyrrole (Compound No. 1-2528) 
[0181] 



20 




25 [0182] In a similar manner to that described in Example 2 above, a reaction was carried out using acetic anhydride 
instead of trifluoroacetic anhydride to give the title compound (yield 99%) as a pale yellow powder. 
Melting point: 218 -220°C 

1 H-Nuciear magnetic resonance spectrum (400 MHz, DMSO-d 6 ) 5 ppm: 

30 11.19 (1H. broad singlet); 

8.46 (2H, doublet. J=6 Hz); 

7.77 (1H, broad triplet. J=5 Hz); 

7.18 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

7.15-7.08 (4H, multiplet); 
35 6.77 (1H, d, 2 Hz); 

2.99 (2H, doublet of doublets, J=13 Hz, 7 Hz); 

2.39 (2H, triplet, J=8 Hz); 

1.75 (3H, singlet); 

1.53 (2H, quintet, J=7 Hz). 

40 

Example 4 

2-(4-Fluorophenyl)-4-(3-methylaminopronyl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 1-101) 
^5 [0183] 



50 




55 4(i) 4-[3-(t-Butoxycarbony lamino)propy l]-2-(4-f luoropheny l)-3-(py ridin-4-yl)- 1 H-pyrrole 

[0184] In a similar manner to that described in Example 2 above, a reaction was carried out using di-t-butyl dicarbo- 
nate instead of trifluoroacetic anhydride and using methanol instead of tetrahydrofuran to give the title compound (yield 
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68%) as a white powder. 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

8.51 (2H ; doublet, J=6 Hz); 
5 8.26 (1H, broad singlet); 

7.15-7.12 (4H, multiplet); 

6.96 (2H, triplet, J=9 Hz); 

6.75 (1H, doublet, J=3 Hz); 

4.45 (1H : broad singlet); 
10 3.12-3.09 (2H : multiplet); 

2.54 (2H } triplet, J=8 Hz); 

1.67-1.63 (2H, multiplet); 

1.43 (9H. singlet). 

15 4(ii) 2-(4-Fluorophenyl)-4-(3-methylaminopropyl)-3-(pvridin-4-yl)-1H-pyrrole 

[0185] 400 mg (1.01 mmol) of 4-[3-(t-butoxycarbonylamino)propyl]-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole 
[prepared as described in step 4(i) above] were added to a suspension of 154 mg of lithium aluminum hydride in 8 ml 
of tetrahydrofuran. The resulting mixture was heated under reflux for 2 hours. At the end of this time, the reaction 
20 mixture was worked up and then purified in the same manner as that described in Example 1(vi) above to give 300 
mg (yield 96%) of the title compound as a white powder. 
Melting point: 193-198°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCl 3 ) 5 ppm: 

25 8.51 (2H, doublet J=6 Hz); 

8.34 (1H, broad singlet): 

7.17-7.12 (4H ; multiplet); 

6.96 (2H, triplet, J=9 Hz); 

6.74 (1H, doublet, J=3 Hz); 
30 2.57 (2H, triplet, J=7 Hz); 

2.54 (2H, triplet, J=7 Hz); 

2.38 (3H, singlet): 

1.69 (2H, quintet, J=7 Hz). 

35 Example 5 

4-Aminomethyl-2-(4-fluoropheny1)-3-(pyridin-4-yl)-1H-pyrroledihydrochloride(Dihydrochloride of Compound No. 1-95) 
[0186] 



45 




5(i) 5-(4-Fluorophenyl)-4-(pyridin-4-yl)-1 H-pyrrote-3-carboxaldehyde Pmethyloxime 

50 

[0187] 0.83 g (9.58 mmol) of O- m ethyl hyd roxy lam ine hydrochloride and 1 .56 ml (11 .2 mmol) of triethylamine were 
added to a solution of 0.85 mg (3.2 mmol) of 2-(4-fluorophenyl)-4-formyl-3-(pyridin-4-yl)-1 H-pyrrole [prepared as de- 
scribed in Example 1(iii) above] in 17 ml of methanol. The resulting mixture was heated under reflux for 30 minutes, 
after which water was added to the reaction mixture which was then extracted with ethyl acetate. The organic extract 
55 was washed with water and concentrated by evaporation under reduced pressure. The resulting residue was purified 
by chromatography on a silica gel column using ethyl acetate as the eluant to afford 728 mg (yield 77%) of the title 
compound as a pale yellow powder. 
Melting point: 242 - 248°C 
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1 H-Nuclear magnetic resonance spectrum (500 MHz : DMSO-cy 5 ppm: 

11.88 (1H. broad singlet); 

8.54 (0.2H, doublet, J=6 Hz); 
5 8.49 (1 .8H, doublet J=6 Hz); 

7.88 (0.9K singlet); 

7.76 (0.1 H, singlet); 

7.34 (0.9H : singlet); 

7.25-7.12 (6H : multiplet): 
10 6.98 (0.1H, singlet); 

3.92 (0.4H, singlet); 

3.71 (2.6H, singlet). 

5(ii) 4-Aminomethyl-2'(4-fluorophenyl)'3-(pyridin-4-yl)>1 H-pyrrole dihydrochloride 
15 ~ ~~ 

[0188] 10 ml of 10% hydrochloric acid and 0.50 g of 10% palladium on carbon were added to a solution of 497 mg 
(1.68 mmol) of 5-(4-fluorophenyl)-4-(pyridin-4-yl)-1H-pyrrole-3-carboxaldehyde O-methyloxime [which was prepared 
as described in step 5(i) above] in 10 ml of methanol. The mixture was stirred under a hydrogen atmosphere at room 
temperature for 2 hours. At the end of this time, the reaction mixture was filtered and the filtrate thus obtained was 
20 concentrated by evaporation under reduced pressure. The residue was washed with diisopropylether and then with 
diethylether to give 391 mg (yield 68%) of the title compound as a yellowish orange powder. 
Melting point: 235 -240°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 5 ppm: 

25 11.85 (1H : broad singlet); 

8.65 (2H ; doublet, J=7 Hz); 

7.81 (2H, doublet, J=7 Hz); 

7.32 (2H : doublet of doublets, J=9 Hz, 5 Hz); 

7.24 (1H S doublet, J=3 Hz); 
30 7.14 (2H, triplet, J=9 Hz); 

4.22 (2K singlet). 

Example 6 

55 2-(4-Fluorophenyl)-3>(pyridin-4-yl)>4-(2 : 4 ; 6-trif luorobenzoylaminomethyl)-1 H-pyrrole (Compound No. 1 -2535) 
[0189] 



40 




[0190] 265 til (1.905 mmol) of triethylamine and 96 mg (0.493 mmol) of 2,4,6-trifluorobenzoyl chloride were added 
to a suspension of 162 mg (0.476 mmol) of 4-aminomethyl-2-(4-fluorophenyl)-3*(pyridin-4-yl)-1 A^pyrrole dihydrochlo- 
ride [prepared as described in Example 5 above] in 3.3 ml of tetrahydrofuran. The resulting mixture was stirred at room 
temperature for 4 hours. At the end of this time, water was added to the reaction mixture and then this was extracted 
with ethyl acetate. The organic extract was washed with water, dried over anhydrous sodium sulfate and then concen- 
trated by evaporation under reduced pressure. The residue thus obtained was washed with diethylether to give 78 mg 
(yield 38%) of the title compound as a pale yellow powder. 
Melting point: 243 -245°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-cy 5 ppm: 

11.41 (1H : broad singlet); 
8.99 (1H, broad triplet. J=5 Hz): 
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8.46 (2H, doublet, J=6 Hz); 
7.29-7.19 (4H, multiplet); 
7.19-7.13 (4H, multiplet); 
6.94 (1H, doublet, J=3 Hz); 
5 4.27 (2H, doublet, J=5 Hz). 

Example 7 

2-(4-Fluorophenvl)-3-(pyridin-4-yl)-4-(2.3 ! 5 ! 6-tetrafluoropyndin-4-yl)-1H-pvrrole (Compound No. 1-2538) 

10 

[0191] 



F 




20 



7(i) 2-(4-Fluorophenyl)-3-(pyridin-4-yl)-1 /-/-pyrrole 

[0192] 15.00 g (48.3 mmol) of 4-ethoxycarbonyl-2-(4-fluorophenyl)-3-(pyridln-4-yl)-1 H-pyrrole [prepared as de- 
25 scribed in Example 1(i) above] were dissolved in a mixture of 90 ml of acetic acid, 30 ml of sulfuric acid and 60 ml of 
water and the resulting solution was stirred at 100 3 C for 16 hours. At the end of this time, the reaction mixture was 
cooled to room temperature and then made alkaline with a 10% aqueous solution of sodium hydroxide. The resulting 
mixture was extracted with ethyl acetate and the organic extract was washed with water, dried over anhydrous sodium 
sulfate and then concentrated by evaporation under reduced pressure to give 11.40 g (yield 99%) of the title compound 
30 as a pale red powder. 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 3 ) 5 ppm: 

9.78 (1H, broad singlet); 
8.42 (2H, doublet, J=7 Hz): 
35 7.37 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

7.22 (2H, doublet, J=6 Hz); 
7.06 (2H, triplet, J=9 Hz); 

6.90 (1H, triplet, J=3 Hz); 
6.47 (1H, triplet, J=3 Hz). 

40 

7(ii) 2-(4-Fluorophenyl)-3-(pyridin-4-yj)-1 -triisopropylsilyl-1 H-pyrrole 

[0193] 31 ml (47.4 mmol) of a 1 .57 N solution of butyllithium in hexane were added to a solution of 11 .30 g (47.4 
mmol) of 2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 /-/-pyrrole [prepared as described in step 7(i) above] in 300 ml of tetrahy- 

45 drofuran at -78°C and the mixture was stirred for 10 minutes. At the end of this time, 13.4 ml (49.8 mmol) of triisopro- 
pylsilyl triflate were added to the reaction mixture at the same temperature. After removal of the cooling bath, the 
mixture was stirred at room temperature for 30 minutes. 200 ml of water and 300 ml of a saturated aqueous solution 
of sodium hydrogencarbonate were then added to the reaction mixture before extracting with ethyl acetate. The organic 
extract was washed with water, dried over anhydrous sodium sulfate and then concentrated by evaporation under 

50 reduced pressure to give 18.70 g (quantitative yield) of the title compound as a reddish purple oil. 
1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 6 ppm: 

8.25 (2H, doublet, J=6 Hz); 
7.39 (2H, doublet of doublets, J=9 Hz, 6 Hz); 
55 7.28 (2H, triplet, J=9 Hz); 

7.00 (1H, doublet, J=3 Hz); 

6.91 (2H, doublet, J=7 Hz); 
6.71 (1H, doublet, J=3 Hz); 
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1.15- 1.05 (3H : muttiplet); 
0.98 (1 8H, doublet, J=8 Hz). 

7(iii) 4-Bromo-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 -triisopropylsilyl-1 H-pyrrole 

[0194] A suspension of 8.61 g (47.4 mmol) of N-bromosuccinimide in 100 ml of tetrahydrofuran was added to a 
solution of 18.70 g (47.4 mmol) of 2-(4-fluorophenyl)-3-(pyridin-4-yl)-1-triisopropylsilyl-1 H-pyrrole [prepared as de- 
scribed in step 7(ii) above] in 300 ml of tetrahydrofuran at -78°C : after which the resulting mixture was stirred at the 
same temperature for 6 hours. After removal of the cooling bath, the mixture was then stirred at room temperature for 
10 a further 1 hour. At the end of this time, 400 ml of hexane was added to the reaction mixture and the insoluble material 
was removed by filtration. The resulting filtrate was concentrated by evaporation under reduced pressure and the 
residue thus obtained was purified by chromatography on a silica gel column using a 2:1 by volume mixture of hexane 
and ethyl acetate as the eiuant to give 9.57 g (yield 43%) of the title compound as pale yellow prismatic crystals. 
1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-de) 6 ppm: 

15 

8.36 (2H : doublet, J=6 Hz); 
7.34 (2H : doublet of doublets, J=9 Hz, 6 Hz); 
7.18 (2H, triplet, J=9 Hz): 
7.12 (1H, singlet): 
20 7.04 (2H, doublet, J=6 Hz); 

1.16- 1.08 (3H, multiplet); 
0.99 (18H, doublet, J-8 Hz). 

7(iv) 2-(4-Fluorophenyl)-3-(pyridin-4-yl)-4-(2 ; 3 ; 5,6-tetrafluoropyridin-4-yl)-1 H-pyrrole 
25 ""' " ~ 

[0195] 1 .8 ml (2.75 mmol) of 1 .54 N solution of t-butyllithium in pentane were added to a solution of 650 mg (1 .37 
mmol) of 4-bromo-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 -triisopropyisilyl-1 H-pyrrole [prepared as described in step 7(iii) 
above] in 15 ml of tetrahydrofuran at -78°C and the mixture was stirred for 10 minutes. At the end of this time, 165 uJ 
(1.51 mmol) of pentafluoropyridine were added to the reaction mixture. The cooling bath was then removed and the 

30 mixture was stirred for 30 minutes. At the end of this time, 70 ml of water and 50 ml of a saturated aqueous solution 
of sodium hydrogencarbonate were added to the reaction mixture, and then this was extracted with ethyl acetate. The 
organic extract was washed with water and then concentrated by evaporation under reduced pressure. The residue 
thus obtained was purified by chromatography on a silica gel column using a 4:1 by volume mixture of hexane and 
ethyl acetate as the eiuant to give 346 mg (yield 65%) of the title compound as a pale yellow powder. 

35 Melting point: >300° 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 6 ppm: 

8.34 (2H, doublet, J=8 Hz); 
7.32 (1H, singlet); 
40 7.30 (2H, doublet of doublets, J=11 Hz, 7 Hz): 

7.09 (2H, triplet, J=11 Hz); 
7.06 (2H, doublet, J=8 Hz). 

Example 8 

45 

(±)-[5-(4-Fluorophenyl)-4-(pyridin-4-yl)-1 H-pyrrol-3-ylHpyridin-4-yl)methano} (Compound No. 1 -2530) 
[0196] 
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8(i) (±]j5-(4 : FliJOjS2h^^ 

[01 97] In a similar manner to that described in Example 7(iv) above, a reaction was carried out using 4-formylpyridine 
instead of pentafluoropyridine to give the title compound (yield 56%) as a pale yellow oil. 
5 1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 6 ppm: 

8.39 (2H : doublet J=7 Hz); 
8.21 (2H ; doublet. J=6 Hz); 
7.38 (2H ; doublet. J=7 Hz); 
10 7.29 (2H ; doublet of doublets, J=9 Hz, 6 Hz); 

7.17 (2H, doublet, J=6 Hz); 
7.03 (2H, triplet, J=9 Hz): 
6.67 (1H, singlet): 

5.82 (1H : singlet): 
15 1 .14-1 .05 (3H : multiplet); 

1.01 (9H } doublet. J=7 Hz); 

I. 00 (9H ; doublet. J=7 Hz). 

8(ii) (±)-[5-(4-Fluorophenyl)-4-(pyhdin-4-yl)-1H-pyrrol-3-yl1-(pyridin-4-yl)methanol 

20 

[0198] 0.59 ml (0.59 mmol) of a 1 M solution of tetrabutylammonium fluoride in tetrahydrofuran were added to a 
solution of 148mg (0.295 mmmol) of [5-(4-fluoropheny!)-4-(pyridin-4-yl)-1-triisopropylsilyl-1 H-pyrrol-3-yl)-(pyridin-4-yl) 
methanol [prepared as described in step 8(i) above] in 3 ml of tetrahydrofuran. The resulting mixture was stirred at 
room temperature for 10 minutes, after which water was added to the reaction mixture and the resulting mixture was 
25 acidified with 1 N hydrochloric acid and then extracted with ethyl acetate. The water layer was made alkaline with 
potassium carbonate and then extracted with ethyl acetate. The organic extract was washed with water, dried over 
anhydrous sodium sulfate and then concentrated by evaporation under reduced pressure. The residual oil thus obtained 
was solidified by the addition of isopropanol to give 83 mg (yield 82%) of the title compound as a white powder. 
Melting point: 202 - 205°C 

30 1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 5 ppm: I 

II. 39 (1H. broad singlet); 
8.43 (2H, doublet, J=6 Hz); 

8.41 (2H, doublet, J=6 Hz); ' 
35 7.26-7.21 (4H, multiplet); 

7.18 (2H, doublet of doublets, J=9 Hz, 6 Hz); 
7.13 (2H, triplet, J=9 Hz); 

6.55 (1H, doublet, J=3 Hz); 
5.77 (1H, doublet, J=5 Hz); 
40 5.54 (1H, doublet, J=4 Hz). 

Example 9 

4-(1-Acetvl-1 ; 2,3,6-tetrahvdropyridin-4-yl)-2-(4-fluorophenvQ-3-{pyhdin-4-yl)-1H-pyrrole (Compound No. 1-2525) 

45 

[0199] 



O 



50 
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9(i) 4-(1 -Benzyl-4-hydroxypiperidin-4-yl)-2-(4-f luorophenyl)-3-(pvridin-4-yl)-1 -triisopropylsifyl-1 H-pyrrole 

[0200] In a similar manner to that described in Example 7(iv) above., a reaction was carried out using 1 -benzylpipe- 
ridine-4-one instead of pentafluoropyridine to afford the title compound (yield 61%) as white needle-like crystals. 
5 1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 5 ppm: 

8.21 (2H. doublet, J=6 Hz); 
7.35-7.15 (9H, muftiplet); 
6.93 (2H : triplet, J=9 Hz); 

10 6.90 (1H S singlet); 

3.49 (2K singlet): 

2.58-2.41 (4H S broad multiplet); 

2.00-1.91 (2K broad multiplet); 

1 .83-1 .74 (2H 5 broad multiplet); 
15 1.20-1.10 (3H : multiplet); 

1.06 (18H : doublet, J=7 Hz). 

9(ii) 2-(4-Ftuorophenyl)-4-(4-hydroxypiperidin-4^ 

20 [0201] 0.58 g of 10% palladium on carbon were added to a solution of 0.58 g (1.00 mmol) of 4-(1 -benzyl-4-hydrox- 
ypiperidin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1-triisopropylsilyl-1/+pyrrole [prepared as described in step 9(i) 
above] in 15 ml of methanol. The resulting mixture was stirred under a hydrogen atmosphere at room temperature for 
5 hours. At the end of this time, the reaction mixture was filtered and the filtrate was concentrated by evaporation under 
reduced pressure to give 483 mg (yield 98%) of the title compound as a white amorphous solid. 

25 1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 5 ppm: 

8.22 (2H, doublet, J=7 Hz); 
7.27 (2H : doublet, J=6 Hz): 

7.21 (2H : doublet of doublets, J=9 Hz, 6 Hz); 
30 6.94 (2H, triplet, J=9 Hz); 

6.92 (1K singlet); 

2.98-2.90 (2H : multiplet); 

2.76-2.68 (2H, multiplet); 

1.93-1.84 (2H S multiplet); 
35 1 .77-1 .69 (2H, multiplet); 

1.20-1.11 (3H, multiplet); 

1 .07 (18H, doublet, J=7 Hz). 

9(iii) 4-(1 -Acetyl-1 ; 2 ; 3 ; 6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)>1 H-pyrrole 
40 ^ *~ ~ ~ ' ~ ~ ' ~"" ~ ~ 

[0202] 1 .4 ml (8.70 mmol) of triethylsilane and 2.25 ml (29.0 mmol) of trifluoroacetic acid were added to a solution 
of 3.58 g (7.25 mmol) of 2-(4-fluorophenyl)-4-(4-hydroxypiperidin-4-yl)-3-(pyridin-4-yl)-1 -triisopropylsily 1-1 H-pyrrole 
[prepared as described in step 9(ii) above] in 40 ml of dichloromethane, after which the resulting mixture was stirred 
at room temperature for 5 hours. At the end of this time, a saturated aqueous solution of sodium hydrogencarbonate 
45 was added to the reaction mixture and then this was extracted with ethyl acetate. The organic extract was washed with 
water, dried over anhydrous sodium sulfate and then concentrated by evaporation under reduced pressure to afford 
3.90 g of dehydrated product as a yellow amorphous solid. 

[0203] All of the 3.90 g of dehydrated product thus obtained was dissolved in 80 ml of tetrahydofuran, and then 0.76 
ml (8.0 mmol) of acetic anhydride and 2.25 ml (16.0 mmol) of triethylamine were added to the solution. The resulting 

50 mixture was stirred at room temperature for 20 minutes, after which 16 ml (16.0 mmol) of a 1 M solution of tetrabuty- 
lammonium fluoride in tetrahydrofuran were added before stirring for a further 1 0 minutes. 150 ml of a saturated aque- 
ous solution of sodium hydrogencarbonate were added to the reaction mixture and then this was extracted with ethyl 
acetate. After washing the organic extract with water, 1 N hydrochloric acid was added thereto. The water layer was 
washed with ethyl acetate, made alkaline with potassium carbonate and finally extracted with ethyl acetate. The organic 

55 extract thus obtained was washed with water, dried over anhydrous sodium sulfate and then concentrated by evapo- 
ration under reduced pressure to give 1 .78 g (yield 68%) of the title compound as a pale brown powder. 
Melting point: 262 - 264°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-cy 8 ppm: 
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11.43 (1H. broad singlet); 

8.48-8.44 (2H, multiplet); 

7.20-7.09 (6H, multiplet); 

6.96 (0.5H, doublet J=3 Hz); 
5 6.94 (0.5H, doublet, J=3 Hz); * 

5.32-5.29 (0.5H, broad multiple!): 

5.29-5.25 (0.5H, broad multiplet); 

3.92-3.88 (1H, multiplet); 

3.87-3.84 (1H, multiplet); 
10 3.50 (1H, triplet, J=6 Hz); 

3.46 (1H, triplet, J=6 Hz); 

2.22-2.1 7 (1 H, broad multiplet); 

2.16-2.11 (1H, broad multiplet); 

2.00 (1.5H, singlet); 
15 1.96 (1.5H, singlet). 

Example 10 

2-(4-Fluorophenyl)-3-(pyridin-4-yl)-4-(1 ,2 ; 3,6-tetrahydropyridin-4-yl)-1 H-pyrrole dihydrochloride (dihydrochloride of 
20 Compound No. 1-143) 

[0204] 



25 




[0205] 249 mg (0.689mmol) of 4-(1 -acetyl-1 ,2 : 3 ; 6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyr- 
role [prepared as described in Example 9 above] were dissolved in a mixture of 2.5 ml of methanol and 2.5 ml of water, 
after which 2.43 ml (9.646 mmol) of a 4 N solution of hydrogen chloride in dioxane were added to the solution. The 
35 resulting mixture was heated under reflux for 1 1 hours, after which the reaction mixture was concentrated by evaporation 
under reduced pressure and the residual solid was washed with hot isopropanol to give 21 6 mg (yield 80%) of the title 
compound as a pale yellow powder. 
Melting point: 290 - 295°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 5 ppm: 

40 

11.63 (1H, broad singlet); 

8.54 (2H, doublet, J=7 Hz); 

7.74 (2H, doublet, J=7 Hz); 

7.29 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
45 7.14 (2H, triplet, J=9 Hz); 

7.06 (1H, doublet, J=2 Hz); 

5.51-5.47 (1 H, broad multiplet); 

3.72 (2H, doublet, J=3 Hz); 

3.42 (2H, triplet, J=6 Hz); 
so 2.66-2.55 (2H, broad multiplet). 
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Example 11 

2-(4-Fluorophenyl)-4-(piperidin'4-yl)-3-(pyridin-4-ylMH-pvrrole (Compound No. 1-142) 
5 [0206] 



10 




[0207] 120 mg of 10% palladium on carbon were added to a solution of 120 mg (0.306 mmol) of 2-(4-fluorophenyl)- 
3-(pyridin-4-yl)-4-(1 : 2 : 3.6-tetrahydropyridin-4-yl)-1H-pyrrole dihydrochloride [prepared as described in Example 10 
above] in 10 ml of methanol. The resulting mixture was stirred under a hydrogen atmosphere at room temperature for 
1 hour after which the reaction mixture was filtered. The filtrate thus obtained was concentrated by evaporation under 
reduced pressure. Water was added to the resulting residue and then this mixture was made alkaline with a 1 N aqueous 
solution of sodium hydroxide. The resulting precipitate was collected by filtration to give 84 mg (yield 85%) of the title 
compound as a pale red powder. 
Melting point: 265 - 267°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz. DMSO-dg) 5 ppm: 

11.17 (1H. broad singlet); 
8.48 (2H, doublet, J-6 Hz); 
7.20-7.04 (6H : multiplet): 
6.73 (1H, doublet, J=3 Hz): 
2.88 (2H, doublet, J=12 Hz); 
2.46 (1H, triplet of triplets, J=12 Hz, 4 Hz); 
2.38 (2H, triplet, J=12 Hz); 
1.58 (2H, doublet J=13 Hz); 

1.35 (2H, double doublet of triplets, J=13 Hz, 12 Hz, 4 Hz). 
35 Example 12 

1-(1-Benzylpiperidin-4-yl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1H-pyrrole (Compound No. 2-147) 
[0208] 



45 



50 




1 2(i) 1 -Benzyl-4-(pyridin-4-yl)methyleneaminopiperidine 

[0209] 8.57 ml (42.01 mmol) of 4-amino-1-benzylpiperidine were added to a solution of 3.95 ml (42.01 mmol) of 
4-formylpyridine in 5 ml of ethanol, and the resulting mixture was then heated under reflux for 1 hour. At the end of this 
time, the solvent was distilled off from the reaction mixture by evaporation under reduced pressure to afford 11.78 g 
(quantitative yield) of the title compound as a pale brown powder. 



25 



30 
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1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 8 ppm: 

8.68 (2K doublet. J=6 Hz); 

8.30 (1H, singlet); 
5 7.60 (2H, doublet J=6 Hz); 

7.38-7.22 (5H S multiplet); 

3.56 (2H, singlet); 

3.37-3.27 (1H, multiplet); 

3.00-2.90 (2H ; multiplet): 
10 2.23-2.10 (2H, multiplet); 

1.96-1.83 (2H 5 multiplet); 

1.79-1.60 (2H, multiplet). 

1 2(ii) (±)-a-(1 -Benzylpiperidin-4-yl)amino-a-(pyndin-4-yl)acetonitrile 

15 

[0210] A mixture of 11.73 g (42.00 mmol) of 1 -benzyl-4-(pyridin-4-yl)-methyleneaminopiperidine [prepared as de- 
scribed in step 12(i) above] and 9.22 ml (65.67 mmol) of 95% trimethyisilyl cyanide was stirred at 100°C for 3 hours 
and then it was cooled to room temperature. 100 ml of methanol were added to the reaction mixture and the resulting 
mixture was then stirred for 30 minutes. At the end of this time, the solvent was distilled off from the reaction mixture 
20 by evaporation under reduced pressure to afford 12.87 g (quantitative yield) of the title compound as a brown oil. 
1 H-Nuclear magnetic resonance spectrum (400 MHz : CDCI 3 ) 5 ppm: 

8.67 (2H, doublet J-6 Hz); • * 

7.50 (2H, doublet, J=6 Hz); 
25 7.37-7.22 (5H ; multiplet); 

4.85 (1H, singlet); 
3.53 (2H, singlet); 
2.98-2.77 (4H, multiplet); 
2.33-1.44 (5H : multiplet). 

30 

12(iii) 1-(1-Benzylpiperidin-4-yl)-3-(4-fluorophenvi)-2-(pyridin-4-yl)-1H-pyrrole 

[0211] 14.25 g (46.51 mmol) of a-(1-benzyipiperidin-4-yl)amino-a-(pyridin-4-yl)acetonitrile [prepared as described 
in step 12(ii) above] and 6.98 g (46.51 mmol) of 3-(4-fluorophenyl)acrolein were dissolved in 145 ml of N,N-dimethyl- 

35 acetamide, 1 .29 g (9.30 mmol) of potassium carbonate were added to the solution, and then this was stirred at room 
temperature for 5 hours. At the end of this time, water was added to the reaction mixture and then this was extracted 
with ethyl acetate. The organic extract was washed with water and then concentrated by evaporation under reduced 
pressure. 150 ml of ethylene glycol were added to the residue thus obtained and the resulting mixture was stirred at 
1 80°C for 1 hour. After cooling to room temperature, a saturated aqueous solution of sodium hydrogencarbonate was 

40 added to the reaction mixture which was then extracted with ethyl acetate. The organic extract was washed with water 
and then concentrated by evaporation under reduced pressure. The residue thus obtained was purified by chromatog- 
raphy on a silica gel column using a 1 :3 by volume mixture of hexane and ethyl acetate as the eluant to give 10.31 g 
(yield 49%) of the title compound as a pale brown powder. 
Melting point: 132 - 139°C 

45 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

8.61 (2H, doublet, J=6 Hz); 
7.37-7.23 (5H, multiplet); 
7.13 (2H, doublet J=6Hz); 
so 7.03 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

6.96 (1H, doublet, J=3 Hz); 
6.87 (2H, triplet, J=9 Hz); 
6.38 (1H, doublet, J=3 Hz); 
3.87-3.80 (iH, multiplet); 

55 - 3.50 (2H, singlet); ; • 

2.97 (2H, doublet, J=1 2 Hz); . - 
2.12-1.56 (6H, multiplet). 
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Example 13 

3-(4-Fluorophenyl)-1>(pipehdin>4-yl)-2-(pyridin-4-yl)-1H-pyrrole (Compound No. 2-142 ) 
5 [0212] 




[0213] In a similar manner to that described in Example 9 (ii) above, 1-(1-benzylpiperidin-4-yl)-3-(4-fluorophenyl)- 
20 2-(pyridin-4-yl)-1 H-pyrrole (prepared as described in Example 12 above) was debenzylated to give the title compound 
(yield 30%) as a white powder. 
Melting point: 191 - 192°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

25 8.62 (2H, doublet, J=6 Hz); 

7.15 (2K doublet, J=6 Hz); 

7.04 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

6.97 (1H, doublet J=3Hz); 

6.88 (2H 5 triplet, J=9 Hz); 
30 6.39 (1H, doublet, J=3 Hz); 

3.97- 3.86 (1H, multiplet): 
3.17 (2H, doublet, J=12 Hz); 

2.58 (2H, doublet of triplets, J=12 Hz, 3 Hz): 

1.98- 1.82 (4H : multiplet). 

35 

Example 14 

3-(4-Ruorophenyl)-1-(1-methylpiperidin-4-yl)-2-(pyridin-4-yl)-1H-pyrrole (Compound No. 2-144) 
40 [0214] 



45 



50 




CH 3 



[0215] In a similar manner to the procedures described in Examples 4(i) and 4(ii) above, 3-(4-fluorophenyl)-1 -(pipe- 
ridin-4-yl)-2-(pyridin-4-yl)-1 H-pyrrole (prepared as described in Example 1 3 above) was subjected consecutively to N- 
t-butoxycarbonylation and reduction to give the title compound (total yield for the two steps: 55%) as a white powder. 
Melting point: 187- 189°C 
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1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCl 3 ) 5 ppm: 

8.62 (2H. doublet. J=6 Hz); 

7.14 (2H. doublet. J=6 Hz): 
5 7.04 (2H : doublet of doublets : J=9 Hz, 5 Hz); 

6.96 (1H, doublet. J=3 Hz); 

6.87 (2H : triplet, J=9 Hz): 

6.39 (1H ; doublet. J=3 Hz); 

3.87-3.77 (1H : multiplet); 
10 2.93 (2H : doublet. J=12 Hz); 

2.29 (3H S singlet): 

2.13-1.85 (6H. multiplet). 

Example 15 

15 

1 -(1 -Acetylpiperidin-4-yl)-3-(4-fiuorophenyl)-2-(pyridin-4-yl)-1 /-/-pyrrole (Compound No. 2-2524) 
[0216] 



20 




[021 7] I n a similar manner to that described in Example 3 above, a reaction was carried out using 3-(4-f luorophenyl)- 
1-(piperidin-4-yl)-2-(pyridin-4-yl)-1 /-/-pyrrole (prepared as described in Example 13 above) to give the title compound 
35 (yield 98%) as a white powder. 
Melting point: 223 - 224°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

8.64 (2H : doublet, J=6 Hz); 
40 7.15 (2H, doublet, J=6Hz); 

7.04 (2K doublet of doublets, J=9 Hz, 5 Hz); 
6.88 (2H, triplet, J=9 Hz); 

6.87 (1H, doublet, J=3 Hz); 
6.41 (1H : doublet, J=3 Hz); 
45 4.84-4.74 (1 H, multiplet); 

4.05 (1H, doublet of triplets, J=12 Hz, 4 Hz); 
3.95-3.83 (1H, multiplet); 

3.08-2.97 (1H, multiplet); 
2.58-2.48 (1H, multiplet); 
50 2.13 (3H, singlet); 

2.04-1.78 (4H, multiplet). 
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Example 16 

3-(4-Fluorophenyl)-1 -[1 -(2-nitroethvl)piperidin-4-vl]-2-(pvridin-4-ylM H-pyrrole (Compound No. 2-2537) 
5 [0218] 




N0 2 



20 [021 9] 1 86 mg ( 1 .40 mmol) of 2-nitroethyl acetate were added to a solution of 300 mg (0.93 mmol) of 3-(4-f luoroph- 
enyl)-1 -(piperidin-4-yl)-2-(pyridin-4-yl)-1 /-/-pyrrole (prepared as described in Example 1 3 above) in 6 ml of ethanol. The 
resulting mixture was stirred at room temperature for 30 minutes, after which the solvent was distilled off under reduced 
pressure. A saturated aqueous solution of sodium hydrogencarbonate was added to the residue and then this was 
extracted with ethyl acetate. The organic extract was washed with water, dried over anhydrous magnesium sulfate and 

25 then concentrated by evaporation under reduced pressure. The residual solid was washed with diethylether to give 
280 mg (yield 76%) of the title compound as a white powder. 
Melting point: 1 72- 1 73°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz : CDCI 3 ) 5 ppm: 

30 8.61 (2H, doublet, J=6 Hz); 

7.13 (2H ; doublet, J=6 Hz); 

7.04 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

6.93 (1H, doublet, J=3 Hz); 

6.87 (2H : triplet, J=9 Hz); 
35 6.39 (1 H, doublet, J=3 Hz): 

4.47 (2H : triplet, J=6 Hz): 

3.82 (1H, doublet of triplets, J=12 Hz, 4 Hz); 

3.03-2.92 (4H, multiplet); 

2.16-1.85 (6H, multiplet). 

40 

Example 17 

3-(4-Fluorophenyl)-1 -[3-(morpholin-1 -yl)propyl]-2-(pyridin-4-yl)-1 H-pyrrole (Compound No. 2-125) 
45 [0220] 




55 

[0221] In a similar manner to the procedures described in Examples 12(i), 12(ii) and 12(iii) above, reactions were 
carried out using 1-(3-aminopropyl)morpholine instead of 4-amino-1-benzylpiperidine to give the title compound (total 
yield 13%) as pale brown needle-like crystals. 



284 



BNSDOCID: <EP 1243589A1_I_> 




EP 1 243 589 A1 



Melting point: 111 - 112°C 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 3 ) 5 ppm: 

8.59 (2H S doublet. J=6 Hz); 
5 7. 1 8 (2H , doublet, J=6 Hz); 

7.06 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

6.89 (2H, triplet, J=9 Hz); 

6.84 (1H, doublet J=3 Hz); - 

6.34 (1H, doublet, J=3 Hz); 
10 3.96 (2H, triplet, J=7 Hz); 

3.64 (2H : triplet, J=5 Hz): 

2.33-2.22 (4H, multiplet); 

2.20 (2H, triplet, J=7 Hz); 

1.72 (2H, quintet, J=7 Hz). 

15 

Example 18 

(±)-3-(4-Fluorophenyl)-2-(pyridin-4-yl)-1-(pyrrolidin-3'yl)-1H-pyrrole (Compound No. 2-139) 
20 [0222] 



25 



30 




1 8(i) (±)-1 -[1 -(t-Butoxycarbonyl)pyrrolidin-3-yl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1 H-pyrrole 

[0223] In a similar manner to the procedures described in Examples 12(i), 12(ii) and 12(iii) above, reactions were 
35 carried out using (±)-3-amino-1 -(t-butoxycarbonyl)pyrrolidine as a starting material instead of 4-amino-1-benzylpipe- 
ridine to give the title compound (total yield 31%) as a brown amorphous solid. 
1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

8.63 (2H ; doublet, J=6 Hz); 
40 7.17 (2H, doublet, J=6 Hz); 

7.03 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

6.93-6.84 (3H 5 multiplet); 

6.41 (1H, doublet, J=3 Hz); 

4.70-4.55 (1H, multiplet); 
45 3.80-3.36 (4H, multiplet); 

2.30-2.12 (2H, multiplet); 

1.47 (9H, singlet). 

1 8(ii) (±)-3-(4-Fluorophenyl)-2-(pyridin-4-yl)-1 -(pyrrolidin-3-yl)-1 /-/-pyrrole 

so 

[0224] 6.01 ml (24.05 mmol) of a 4N solution of hydrogen chloride in dioxane were added to a solution of 1 .96 g 
(4.81 mmol) of (±)-1 -[1-(t-butoxycarbonyl)pyrrolidin-3-yl]-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1 H-pyrrole [prepared as 
described in step 18(i) above] in 10 ml of ethanol. The resulting mixture was stirred at50°C for 30 minutes, after which 
the solvent was distilled off under reduced pressure. A saturated aqueous solution of sodium hydrogencarbonate was 
55 added to the residue thus obtained, and then this was extracted with ethyl acetate. The organic extract was washed 
with water, dried over anhydrous magnesium sulfate and then concentrated by evaporation under reduced pressure 
to give 1 .29 g (yield 87%) of the title compound as a pale yellow powder 
Melting point: 145 - 147°C 
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1 H-Nuclear magnetic resonance spectrum (500 MHz ; CDCy 6 ppm: 

8.61 (2H, doublet. J=6 Hz); 

7.16 (2H. doublet. J=6 Hz): 
5 7.05 (2H, doublet of doublets.. J=9 Hz : 5 Hz); 

7.00 (1H. doublet.. J=3 Hz); 

6.88 (2H : triplet. J=9 Hz); 

6.39 (1H : doublet : J=3 Hz); 

4.61-4.53 (1H : multiplet); 
10 3.30-3.17 (2H : multiplet); 

3.10- 2.97 (2H, multiplet); 
2.28-2.18 (2H : multiplet): 

2.11- 2.01 (2K multiplet). 

15 Example 19 

(±)-3-(4-Fluorophenyl)-l-(piperidin-3-yl)-2-(pyridin-4-yl)-1H-pyrrole (Compound No. 2-141) 
[0225] 



25 




[0226] In a similar manner to the procedures described in Examples 18(i) and 18(H) above, reactions were carried 
out using (±)-3-amino-1 -(t-butoxycarbonyl)piperidine as a starting material instead of (±)-3-amino-1 -(t-butoxycarbonyl) 
pyrrolidine to give the title compound (total yield 21%) as a white powder. 
35 Melting point 189- 191 °C 

1 H-Nuclear magnetic resonance spectrum (400 MHz : CDCI 3 ) 5 ppm: 

8.61 (2H S doublet J=6 Hz); 

7.15 (2H, doublet, J=6 Hz); 
40 7.04 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

6.93 (1H, doublet J=3 Hz); 

6.87 (2H, triplet, J=9 Hz); 

6.38 (1H, doublet J=3 Hz); 

3.93 (1H : triplet of triplets : J=11 Hz ; 4 Hz); 
45 3.20-3.12 (1H, multiplet); 

3.05-2.96 (1H, multiplet); 

2.83 (1H, triplet, J=11 Hz); 

2.58 (1H, doublet of triplets, J=12 Hz, 3 Hz); 

2.17-2.08 (1H, multiplet); 
so 1.90-1.76 (2H, multiplet); 

1.58-1.43 (1H, multiplet). 
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Example 20 

3-(4'Fluorophenvl)-1-(piperidin-4-yl)methvl-2-(pyrldin-4-yl)-1H'Pvrrole (Compound No. 2-169) 
5 [0227] 




15 

[0228] in h similar manner to the procedures described in Examples 18(i) and 18(ii) above, reactions were carried 
out using 4-HrrincmethyM -(t-butoxycarbonyl)-piperidine as a starting material instead of 3-amino-1 -(t-butoxycarbonyl) 
pyrrolidine :o give the title compound (total yield 4%) as a white powder. 
Melting pont 174 - 176°C 
20 1 H-Nuclorti magnetic lesonance spectrum (400 MHz, CDCI 3 ) 8 ppm: 

8.59 (2H. doublet. J-6 Hz); 

7.15 (2H. doublet. J=6 Hz); 

7.06 (2H. doublet of doublets, J=9 Hz, 5 Hz); 
25 6.88 (2H. triplet. J=9 Hz): 

6.79 (1H. doublet. J-3 Hz); 

6.34 (1H. doublet. J=3 Hz); 

3.75 (2H, doublet. J=7 Hz); 

3.05-2.95 (2H. multiplet); 
30 2.45 (2H. doublet of triplets, J=12 Hz, 2 Hz); 

1.62-1.52 (1H. multiplet): 

1.46-1.38 (2H. multiplet): 

1.05-0.93 (2H : multiplet). 

35 Example 21 

1- (Azetidin-3-yl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1H-pyrrole dihydrochloride (Dihvdrochloride of Compound No. 

2- 136) 

40 [0229] 




2HCI 



H 



21 (i) 1 -(1 -Diphenylmethylazetidin-3-yl)-3-(44luorophenyl)-2-(pyridin-4-yl)-1 /-/-pyrrole 

55 [0230] In a similar manner to the procedures in Examples 12(i), 12(H) and 12(iii) above, reactions were carried out 
using 3-amino-1 -diphenyimethylazetidine as a starting material instead of 4-amino-1 -benzylpiperidine to afford the title 
compound (total yield 20%) as a pale brown powder. 
1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI3) 5 ppm: 
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8.56 (2H, doublet, J=6 Hz); 
7.43-7.18 (11H, multiplet); 
7.07-7.02 (4K multiplet); 
6.88 (2H, triplet, J=9 Hz): 
5 6.43 (1H } doublet, J=3 Hz); 

4.74-4.66 (1H, multiplet); 
4.41 (1H, singlet); 
3.58-3.52 (2H } multiplet); 
3.34-3.28 (2H, multiplet). 

10 

21 (ii) 1 -(Azetidin-3-yl)-3-(4-fluorophenyi)-2-(pyridin-4-yl)-1 H-pyrrole di hydrochloride 

[0231] 0.45 ml of concentrated hydrochloric acid and 0.1 2g of 20% palladium hydroxide on carbon were added to a 
solution of 1.20 g (2.61 mmol) of 1-(1-diphenylmethylazetidin-3-yl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1 H-pyrrole [pre- 
*5 pared as described in step 21 (i) above] in 12 ml of ethanol. The resulting mixture was stirred under a hydrogen atom- 
osphere at 50°C for 20 hours. After cooling to room temperature, the reaction mixture was then filtered and the filtrate 
was concentrated by evaporaration under reduced pressure. The residual solid was washed with diethylether to give 
0.91 g (yield 95%) of the title compound as a pale yellow amorphous solid. 
1 H-Nuclear magnetic resonance spectrum (400 MHz, DMSO-dg) 5 ppm: 

20 

S. 84-9.64 (1H, broad singlet): 

9.58-9.37 (1H : broad singlet); 

9.80 (2H, doublet, J=6 Hz): 

7.94 (1H, doublet, J=3 Hz); 
25 7.64 (2H : doublet, J=6 Hz); 

7.25 (2H, triplet, J=9 Hz); 

7.20-7.07 (4H, multiplet); 

7.62 (1H, doublet, J=3 Hz): 

5.19-5.08 (1H : multiplet); 
30 4.43-4.23 (4H, multiplet). 

Example 22 

1-(3-Aminopropyi)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1H-pyrrole (Compound No. 2-97) 

35 ~ ^- . - . . - .- ~. • — — - — - 

[0232] 




45 



22(i) 1 -(3-Benzyloxypropyl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1 H-pyrrole 

[0233] In a similar manner to the procedures described in Examples 12(i), 12(ii) and 12(iii), reactions were carried 
so out using 3-benzyloxypropylamine as a starting material instead of 4-amino-1 -benzylpiperidine to give the title com- 
pound (total yield 34%) as a brown oil. 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCl 3 ) 6 ppm: 

8.55 (2H, doublet, J=6 Hz); 
55 7.38-7.23 (5H, multiplet); 

7.16 (2H, doublet, J=6 Hz); 

7.07 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

6.89 (2H, triplet, J=9 Hz); 
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6.81 (1H, doublet, J=3 Hz); 

6.34 (1H, doublet, J=3 Hz); 
4.41 (2H, singlet): 

4.03 (2H : triplet, J=7 Hz); 
5 3.36 (2H, triplet, J=7 Hz); 

1.86 (2H, quintet, J=7 Hz). 

22(H) 3-(4-Fluorophenyl)-1 -(3-hydroxypropyl)-2-(pyridin-4-yl)-1 H-pyrrole 

10 [0234] In a similar manner to that described in Example 9(ii) above, 1-(3-benzyloxypropyl)-3-(4-fluorophenyl)-2-(py- 
ridin-4-yl)-1 H-pyrrole [prepared as described in step 22(i) above] was debenzylated to afford the title compound (yield 
55%) as a white powder. 

"•H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

15 8.59 (2H, doublet, J=6 Hz): 

7.19 (2H, doublet, J=6 Hz); 
7.05 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
6.89 (2H, triplet, J=9 Hz); 

6.87 (1H, doublet, J=3 Hz); 
20 6.36 (1H, doublet, J=3 Hz); 

4.05 (2H, triplet, J=7 Hz); 
3.55 (2H, triplet, J=7 Hz); 
1.80 (2H, quintet, J=7 Hz). 

25 22(iii) 3-(4-Fluorophenyl)-2-(pyridin-4-yl)-1 -f3-(p-toluenesu1fonyloxy)propyll-1 H-pyrrole . 

[0235] 1 .99 g (6.09 mmol) of p-toluenesulfonic anhydride and 0.85ml (6.09 mmol) of triethylamine were added to a 
solution of 1.64 g (5.53 mmol) of 3-(4-fluorophenyl)-1 -(3-hydroxypropyl)-2-(pyridin-4-yl)-1 H-pyrrole [prepared as de- 
scribed in step 22(H) above] in 16 ml of dichloromethane. The resulting mixture was stirred at room temperature for 2 
30 hours, after which the solvent was distilled off by evaporation under reduced pressure. The resulting residue was 
purified by chromatography on a silica gel column using a 1:1 by volume mixture of hexane and ethyl acetate as the 
eluant to afford 1 .33 g (yield 53%) of the title compound as a yellow powder. 
1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCl 3 ) 5 ppm: 

35 8.57 (2H, doublet, J=6 Hz); 

7.74 (2H, doublet, J=8 Hz); 

7.35 (2H, doublet, J=8 Hz); 
7.10 (2H, doublet, J=6 Hz); 

7.03 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
40 6.88 (2H, triplet, J=9 Hz); 

6.71 (1H, doublet, J=3 Hz); 

6.29 (1H, doublet, J=3 Hz); 

3.98 (2H, triplet, J=7 Hz); 

3.89 (2H, triplet, J=7 Hz); 
45 2.46 (3H, singlet); 

1.84 (2H, quintet, J=7 Hz). 

22(iv) 1 -(3-Azidopropyl)-3-(4-f luorophenyl)-2-(pyridin-4-yl)-1 H-pyrrole 

so [0236] 0.38 g (5.90 mmol) of sodium azide were added to a solution of 1 .33 g (2.95 mmol) of 3-(4*fluorophenyl)- 
2-(pyridin-4-yl)-1-[3-(p-toluenesulfonyloxy)propyt]-1H-pyrrole [prepared as described in step 22(iii) above] in 13 ml of 
dimethylsulfoxide. The resulting mixture was stirred at 70°C for 1 hour. At the end of this time water was added to the 
reaction mixture and then this was extracted with dichloromethane. The organic extract was washed with water and 
then concentrated under reduced pressure. The residue thus obtained was purified by chromatography on a silica gel 

55 column using a 1:1 by volume mixture of hexane and ethylacetate as the eluant to afford 100 mg (yield 11%) of the 
title compound as a pale brown powder. 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCl 3 ) 5 ppm: 
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8.16 (2H, doublet, J=6 Hz); 

7.17 (2H, doublet, J=6 Hz); 

7.07 (2H. doublet of doublets, J=9 Hz, 5 Hz): 
6.89 (2H. triplet. J=9 Hz): 
5 6.83 (1H, doublet J=3 Hz); 

6.37 (1H, doublet J=3 Hz); 
4.00 (2H : triplet, J=7 Hz); 

3.18 (2H. triplet, J=7 Hz); 
1.78 (2H. quintet, J=7 Hz). 

w 

22(v) 1 -(3-Aminopropyl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1 H-pyrrole 

[0237] 2C mg cf 10% palladium on carbon were added to a solution of 100 mg (0.31 mmol) of 1-(3-azidopropyl)- 
3-(4-flucropenyl)-2-(pyridin-4-yl)-1H-pyrrole [prepared as described in Step 22(iv) above] in 2 ml of ethanol. The re- 
is suiting mixture whs stirred under a hydrogen atmosphere at room temperature for 1 hour, after which the reaction 
mixture was hiicrcd and the filtrate was concentrated by evaporation under reduced pressure. The residual solid was 
washed with dicthyiether to give 43 mg (yield 47%) of the title compound as a pale yellow powder. 
Melting pom 219-222°C 

1 H-Nucleai magnetic resonance spectrum (400 MHz, CDCI3) 5 ppm: 

20 

6.61 (2H. doublet. J=6 Hz); 
7.7^-7.40 (2H. broad singlet); 
7.27 (2H. doublet. J=6 Hz); 
7.12-7.00 (5H. multiplct); 
25 6.38 (1H. doublet. J=3 Hz); 

3.97 (2H. triplet. J-7 Hz): 
2.60 (2H. triplet. J=7 Hz); 
1.73 (2H. quintet. J=7 Hz). 

30 Example 23 

2-(4-FluorophenvO-3-(pvridin-4-yl)-443-(thiomorpholin-1-vl)propyU-1H-pyrrole (Compound No. 1-129) 
[0238] 



40 




23(i) Ethyl 3-f2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrol-4-yl]acrylate 
45 " ^ " "° * — ~ , 

[0239] In a similar manner to that described in Example 1 (iv) above, a reaction was carried out using ethyl diethyl- 
phosphonoacetate instead of diethylphosphonoacetonitrile to afford the title compound (yield 60%) as a brown powder. 
1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 8 ppm: 

50 8.64 (1H, broad singlet); 

8.56 (2H, doublet, J=6 Hz); 

7.54 (1H : doublet, J=16 Hz); 

7.16 (2H, doublet, J=6 Hz); 

7.16-7.13 (3H ; multiplet): 
55 6.99 (2H S triplet, J=9 Hz); 

6.07 (1H, doublet, J=16 Hz); 

4.20 (2H, quartet, J=7 Hz); 

1.28 (3H, triplet, J=7 Hz). 
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23(H) 4>(2-Ethoxvcarbonvlethyl)-2-(4-f>uorophenvl)-3-(pvridin>4>vl)-1H-pyrrole 

[0240] In a similar manner to that described in Example 1 (v) above, ethyl 3-[2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H- 
pyrrol-4-yl]acrylate [prepared as described in step 23(i) above] was reduced to afford the title compound (yield 73%) 
5 as a pale brown powder. 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

8.51 (2H, doublet J=4 Hz); 
8.33 (1H, broad singlet); 
10 7.15 (2H, doublet, J=4 Hz); 

7.16- 7.12 (2H, multiplet); 
6.96 (2H ; triplet, J=9 Hz); 
6.74 (1H, doublet, J=3 Hz); 

4.11 (2H, quartet, J=7 Hz); 
15 2.85 (2H, triplet, J=8 Hz); 

2.50 (2H ; triplet, J=8 Hz); 
1.23 (3H, triplet, J=7 Hz). 

23(iii) 2-(4-Fluorophenyl)-4-(3-hvdroxvpropvi)-3-(pyridin-4-yl)-1H-pyrrole 

20 

[0241] In a similar manner to that described in Example 1 (vi) above, 4-(2-ethoxycarbonylethyl)-2-(4-fluoropheny!)- 
3-(pyridin-4-yl)-1H-pyrrole [prepared as described in step 23(H) above] was reduced using lithium aluminum hydride 
to afford the title compound (yield 91%) as a pale brown powder. 
1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

25 

8.51 (2H, doublet, J=5 Hz); 

8.23 (1H, broad singlet); *• 

7.17- 7.12 (4H S multiplet); 
7.00 (2H ; triplet, J=9 Hz); 

30 6.75 (1H, doublet, J=3 Hz); 

3.65 (2H, triplet, J=6 Hz): 
2.61 (2H, triplet, J=8 Hz); 
1.79-1.72 (2H, multiplet); 
1.61 (1H, broad singlet). 

35 

23(iv) 2-(4-Fluorophenyl)-3-(pyridin-4-yl)-4-[3-(p-toluenesulfonyloxy)propyl]-1H-pyrroie 

[0242] In a similar manner to that described in Example 22(iii) above, p-toluensuifonylation was carried out using 
2-(4-f luorophenyl)-4-(3-hydroxypropyl)-3-(pyridin-4-yl)-1 H-pyrrole [prepared as described in step 23(iii) above] to afford 
40 the title compound (yield 71 %) as a pale yellow powder. 

■"H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 6 ppm: 

8.49 (2H, doublet, J=6 Hz); 
8.20 (1H, broad singlet); 
45 7.59 (2H, doublet, J=8 Hz); 

7.33 (2H, doublet, J=8 Hz); 

7.12 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
7.08 (2H, doublet, J=6 Hz); 

6.96 (2H, triplet, J=9 Hz); 
so 6.69 (1H, doublet, J=3 Hz); 

4.00 (2H, triplet, J=6 Hz); 
2.56 (2H, triplet, J=8 Hz); 
2.44 (3H, singlet); 
1.81-1.74 (2H, multiplet). 

55 

23(v) 2-(4-Fluorophenyl)-3-(pyhdin-4-yl)-4-f3-(thiomorphotin-1 -yOpropyll-l H-pyrrole 

[0243] 163 mg (1 .18 mmol) of potassium carbonate and 122uJ (1 .29mmol) of thiomorphoiine were added to a solution • 
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of 450 mg (1.07 mmol) of 2-(4-fluorophenyl)-3-(pyridin^-yl)^-[3-(p-toluenesulfonyloxy)propyl]-1H-pyrrole [prepared 
as described in step 23(iv) above] in 50 ml of acetonitrile. The resulting mixture was heated under reflux overnight. 
After cooling the reaction mixture to room temperature., water was added and then this was extracted with ethyl acetate. 
The organic extract was washed with water and then concentrated by evaporation under reduced pressure. The residue 
5 thus obtained was purified by chromatography on a silica gel column using a 95:5 by volume mixture of ethyl acetate 
and methanol as the eluant to give 340 mg (yield 83%) of the title compound as a pale yellow powder. 
Melting point: 205 - 207°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI3) 5 ppm: 

10 8.51 (2H, doublet J=6 Hz); 

8.20 (1H, broad singlet); 

7.14 (2H : doublet of doublets, J=9 Hz, 5 Hz); 

7.13 (2H, doublet J=6 Hz); 

6.96 (2H, triplet, J=9 Hz): 
15 6.72 (1H ; doublet J=3 Hz); 

2.65 (8H : singlet); 

2.50 (2H : triplet, J=8 Hz): 
2.35 (2H : triplet, J=8 Hz): 

1.66 (2H, quintet, J=8 Hz). 

20 

Example 24 

4-[3>(VBenzylpiperazin-4-yl)propyl]-2^4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 1 -135) 
25 [0244] 



30 




35 [0245] In a similar manner to that described in Example 23(v) above, a reaction was carried out using 1 -benzylpiper- 
azine instead of thiomorpholine to give the title compound (yield 52%) as a white powder. 
Melting point: 153 - 154°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCy 6 ppm: 

40 8.50 (2H, doublet, J=5 Hz); 

8.28 (1H, broad singlet); 

7.31 (4H, doublet, J=4 Hz); 

7.28-7.22 (1H, multiplet); 

7.13 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
45 7.13 (2H, doublet, J=5 Hz); 

6.96 (2H, triplet, J=9 Hz); 

6.72 (1H, doublet J=2 Hz); 

3.50 (2H, singlet); 

2.50 (2H, triplet, J=8 Hz); 
so 2.44 (8H, broad singlet); 

2.34 (2H, triplet, J=8 Hz); 

1.69 (2H, quintet, J-8 Hz). 



55 
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Example 25 

2-(4-FluorophenylV4>[3-(piperazin-1-yl)propyi]-3-(pvridin^>yl)-1H-pvrrole (Compound No. 1-133) 
5 [0246] 



10 




15 [0247] In a similar manner to that described in Example 9(ii) above, 4-[3-(1 -benzylpiperazin-4-yl)propyl]-2-(4-fluor- 
ophenyl)-3-(pyridin-4-yl)-1 H-pyrrole (prepared as described in Example 24 above) was debenzylated to give the title 
compound (yield 98%) as a white powder. 
Melting point: 162 - 164°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

20 

8.51 (2H, doublet, J=6 Hz); 

8.20 (1H, broad singlet); 

7.14 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

7.14 (2H, doublet, J=6 Hz); 
25 6.96 (2H, triplet, J=9 Hz); 

6.73 (1H, doublet, J=2 Hz); 

2.87 (4H, triplet, J=5 Hz); 

2.51 (2H t triplet, J=8 Hz); 

2.36 (4H, broad singlet); 
30 2.32 (2H, triplet, J=8 Hz); 

1.70 (2H, quintet, J=8 Hz). 

Example 26 

35 4-(3-Dimethylaminopropyl)-2-(4-fluorophenyl)-3-(pyridin-4>yl)-1H-pyrrole (Compound No. 1-109) 
[0248] 



40 




[0249] In a similar manner to that described in Example 23(v) above, a reaction was carried out using dimethylamine 
instead of thiomorpholine to give the title compound (yield 66%) as a white powder. 
Melting point: 177 - 179°C 
so 1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 3 ) 5 ppm: 

8.51 (2H, doublet, J=5 Hz); 
8.24 (1H, broad singlet); 
7.15-7.13 (2H,multiplet); 

55 7.14 (2H, doublet, J=5 Hz): 

6.96 (2H, triplet, J=9 Hz); 
6.74 (1H, doublet, J=2 Hz); 

2.52 (2H, triplet, J=8 Hz); 
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2.28 (2H : triplet, J=8 Hz); 
2.19 (6H f singlet); 
1.74-1.59 (2H. multiplet). 

5 Example 27 

2-(4-Fluorophenyl)^-[3-(morpholin-1-yl)propyl]-3-(pyridin-4-yl)-1 /-/-pyrrole (Compound No. 1-125) 
[0250] 

10 



15 




[0251] In a similar manner to that described in Example 23(v) above, a reaction was carried out using morpholine 
20 instead of thiomorpholine to give the title compound (yield 45%) as a pale yellow powder. 
Melting point: 182 - 183°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

8.62 (1H : broad singlet); 
25 8.50 (2H, doublet, J=5 Hz); 

7.17-7.12 (2H ; multiplet); 

7.14 (2H, doublet, J=5 Hz); 

6.96 (2H, triplet, J=9 Hz); 

6.73 (1H. doublet, J=3 Hz); 
30 3.70-3.68 (4H, multiplet); 

2.53 (2H, triplet. J=8 Hz): 

2.41-2.34 (4H, multiplet); 

2.33 (2H, triplet, J=8 Hz); 

1.68 (2H, quintet, J=8 Hz). 

35 

Example 28 

2-(4-Fluorophenyl)-4-[3-(piperidin-1 -yl)propyl]-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 1-121) 
40 [0252] 



45 




50 [0253] In a similar manner to that described in Example 23(v) above, a reaction was carried out using piperidine 
instead of thiomorpholine to give the title compound (yield 63%) as a pale yellow powder. 
Melting point: 195 - 197°C 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI3) 6 ppm: 

55 8.50 (2H, doublet, J=6 Hz); 

8.19 (1H, broad singlet); 
7.14 (2H, doublet of doublets, J=9 Hz, 6 Hz); 
6.96 (2H, triplet, J=9 Hz); 
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6.74 (1 H, doublet, J=2 Hz); 
2.50 (2H, triplet, J=8 Hz); 
2.40-2.30 (4H, multiplet); 
1.75-1.55 (8H, multiplet); 
5 1.43-1.42 (2H ; multiplet). 

Example 29 

2-(4-Fluorophenyl)-4-[3-(1 -methylpiperazin-4-vl)propvn-3-(pyridin-4-yl)-1 /-/-pyrrole (Compound No. 1 -1 34) 

10 

[0254] 



75 




[0255] In a similar manner to that described in Example 23(v) above, a reaction was carried out using 1 -methylpiper- 
azine instead of thiomorpholine to give the title compound (yield 64%) as a pale yellow powder. 
Melting point: 190 - 192°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 6 ppm: 
25 ' 

8.65 (1H : broad singlet); 

8.49 (2H, doublet, J=6 Hz): 

7.16-7.12 (2H S multiplet); 

7.14 (2H, doublet, J=6 Hz); 
30 6.95 (2H, triplet, J=9 Hz); 

6.73 (1H, doublet J=3 Hz); 

2.52 (2H, triplet, J=8 Hz); 

2.53-2.36 (8H, multiplet): 

2.36 (2H ? triplet, J=8 Hz); 
35 2.28 (3H, singlet); 

1.70 (2H, quintet, J=8 Hz). 

Example 30 

40 1-(3-Dimethvlaminopropyl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1H-pvrrole (Compound No. 2-109) 
[0256] 




[0257] In a similar manner to the procedures described in Examples 12(i), 12(ii) and 12(iii) above, reactions were 
55 carried out using 3-dimethylaminopropylamine as a starting material instead of 4-amino-1 -benzylpiperidine to give the 
title compound (total yield 9%) as a white powder. 
Melting point: 93 - 95°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 
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8.59 (2H. doublet, J=6 Hz); 

7.18 (2H, doublet, J=6 Hz); 

7.07 (2H, doublet of doublets, J=9 Hz, 6 Hz): 

6.89 (2H. triplet, J=9 Hz): 

6.84 (1H : doublet, J=3 Hz); 

6.35 (1H : doublet, J=3 Hz); 

3.93 (2H, triplet, J=7 Hz): 

2.14 (2H. triplet, J=7 Hz); 

2.11 (6H : singlet); 

1.71 (2H S quintet, J=7 Hz). 

Example 31 - 

2-(4-Fluorophenyl)-3 : 4-bis(pyridin-4-yl)-1H~pyrrole (Compound No. 1-159) 
[0258] 




[0259] 450 mg (1 .15 mmol) of 2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(1 ,2,3,6-tetrahydropyridin-4-yl)-1 H-pyrrole dihy- 
drochloride [prepared as described in Example 1 0 above] were suspended in a mixture of 25 ml of xylene and 2 ml of 
methanol and 450 mg of 10% palladium on carbon and 320 mg (2.30 mmol) of sodium carbonate were added to the 
suspension. The resulting mixture was heated under reflux for 4 hours. At the end of this time, the reaction mixture 
was filtered and the resulting filtrate was concentrated by evaporation under reduced pressure. The residue thus ob- 
tained was purified by chromatography on a silica gel column using a 1 0:1 :1 by volume mixture of ethyl acetate, meth- 
anol and isopropylamine as the eluant to give 1 92 mg (yield 53%) of the title compound as a pale yellow powder. 
Melting point: 325 - 330°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 5 ppm: 

11.87 (1H. broad singlet); 

8.47 (2H, doublet, J=6 Hz); 

8.35 (2H, doublet, J=6 Hz); 

7.39 (1H, doublet, J=3 Hz); 

7.21 (2H, doublet of doublets, J=9 Hz, 5 Hz): 

7.16 (2H 3 triplet, J=9 Hz); 

7.08 (2H, doublet, J=6 Hz); 

7.03 (2H, doublet, J=6 Hz). 

Example 32 

2-(4-Fluorophenyl)-4-(1 -methyi-1 ,2,3,6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 1 -1 45) 
[0260] 
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32(i) 2-(4-Fluorophenvl)-4-(4-hydroxy-1 -methvlpiperidin-4-v))-3-(pvridin-4-yl)-1 -triisopropylsilyl-1 H-pyrrole • 

[0261] In a similar manner to that described in Example 7(iv) above, a reaction was carried out using 1 -methylpipe- 
ridine-4-one instead of pentafluoropyridine to afford the title compound (yield 47%) as a pale brown powder 
5 1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 6 ppm: 

8.22 (2H, doublet, J=6 Hz); 
7.27 (2H, doublet, J=6 Hz); 

7.21 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
io 6.94 (2H, triplet, J=9 Hz); 

6.92 (1H, singlet); 

2.56-2.42 (4H, broad multiplet); 

2.22 (3H, singlet); 

2.00-1.91 (2H, broad multiplet); 
15 1 .84-1 .78 (2H } broad multiplet); 

1.20-1.11 (3K multiplet): 

I . 06 (18H : doublet, J=7 Hz). 

32(ii) 2-(4-Fluorophenyl)-4-(1 -methyl- 1 ^^^-tetrahydropyridin^-yQ-S-tpyridin^-yD-l H-pyrrole 

20 

[0262] In a similar manner to that described in Example 9(iii) above, using 2-(4-f luorophenyl)-4-(4-hydroxy-1 -meth- 
ylpiperidin-4-yl)-3-(pyridin-4-yl)-1 -triisopropylsilyl-1 H-pyrrole [prepared as described in step 32(i) above], dehydration 
with triethylsilane/trifluoroacetic acid and desilylation with tetrabutylammonium fluoride were carried out to give the title 
compound (yield 91%) as a pale yellow powder. 
25 Melting point: 230 - 232°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 5 ppm: 

II. 36 (1H, broad singlet); 

8.45 (2H, doublet, J=6 Hz); " 
30 7.19-7.14 (6H, multiplet); 

6.90 (1H, doublet, J=3 Hz); 

5.24-5.21 (1H, broad multiplet); 

2.78-2.75 (2H, broad multiplet); 

2.40 (2H, triplet, J=5 Hz); 
35 2.18 (3H, singlet); 

2.20-2.13 (2H, broad multiplet). 

Example 33 

40 2-(4-Fluorophenyl)-4-(1-methylpiperidin-4-yl)-3-(pyridin-4-yl)-1H-pyrrole (Compound No. 1-144) 
[0263] 




[0264] In a similar manner to that described in Example 11 above : 2-(4-fluorophenyl)-4-(1-methyl-1 ,2,3,6-tetrahy- 
dropyridin-4-yl)-3-(pyridin-4-yl)-1H-pyrrole [prepared as described in Example 32 above] was reduced to give the title 
55 compound (yield 85%) as a white powder. 
Melting point: 284 - 285°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 6 ppm: 
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11.20 (1H. broad singlet); 

8.48 (2H, doublet, J=6 Hz); 

7.19-7.16 (4H. multiple!): 

7.10 (2H, triplet. J=9 Hz); 
5 6.76 (1H, doublet, J=2 Hz); 

2.73 (2H, doubled J=12 Hz); 

2.35 (1H S triplet of triplets, J=12 Hz ; 4 Hz); 

2.12 (3H, singlet); 

1.77 (2H, triplet, J=1 2 Hz); 
10 1.61 (2H : doublet : J=12 Hz): 

1.51 (2H : double doublet of triplets, J=13 Hz, 12 Hz s 4 Hz). 

Example 34 

is 3-(4-Fluorophenyl)-2-(pyridin-4-yl)-1 -(2.2.6.6-tetramethylpiperidin-4-yl)-1 H-pyrrole (Compound No. 2-2523) 
[0265] 




30 

[0266] In a similar manner to the procedures described in Examples 12(i), 12(H) and 12(iii) above, reactions were 
carried out using 4-amino-2,2.6,6-tetramethylpiperidine as a starting material instead of 4-amino-1-benzylpiperidine to 
give the title compound (total yield 12%) as a white powder. 
Melting point: 118 - 119°C 
35 1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 3 ) 5 ppm: 

8.62 (2H, doublet J=6 Hz); 

7.18 (2H, doublet J=6 Hz); 

7.07 (2H, doublet of doublets, J=9 Hz, 6 Hz); 
40 6.89 (1 H, doublet, J=3 Hz); 

6.88 (2H, triplet, J=9 Hz); 

6.39 (1H, doublet, J=3 Hz); 

4.43-4.38 (1H, multiplet); 

1.86 (2H, doublet of doublets, J=13 Hz, 3 Hz); 
45 i .55-1 .38 (3H, multiplet); 

1.15 (6H, singlet); 

1.05 (6H, singlet). 
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Example 35 

2-(4-Fluorophenvl)-3-(pyridin-4-vl)-4-(quinuclidin-2-en-3-yl)>1H-pyrrole (Compound No. 1-2540) 
5 [0267] 



10 




15 35(j) )-2-(4Huorophenyl)-4-(3-hydroxyquinuclidin-3-yl)-3^^ 

[0268] in a sim lar manner to that described in Example 7(iv) above, a reaction was carried out using quinuclidine- 
3-one instead of pcmafiuoropyridine to afford the title compound (yield 37%) as a pale brown powder. 
1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 6 ppm: 

20 

8.25 (2H. doublet. J=6 Hz); 

7.25 (2H. doublet. J-6 Hz); 

7.26-7.16 (2H. broad multiplet); 

7.08 (2H. triplet. J = 9 Hz); 
25 6.80 (1H. single:). 

4.82 (1H. single:): 

2.81 (1H. doublet. J = 14 Hz); 

2.72-2.64 (1H broad multiplet); 

2.59 (1H. doublet. J = 15 Hz); 
30 2.60-2.50 (2H. broad multiplet); 

2.46-2.37 (1 H. broad multiplet); 

2.03-1 .91 (2H. broad multiplet); 

1 .49-1 .37 (2H : broad multiplet); 

1 .26-1 .1 7 (1 H. broad multiplet); 
35 1.15-1 .05 (3H. multiplet); r 

I. 03-0.95 (18H. multiplet). 

35(ii) 2-(4-Fluorophenyl)-3-(pyridin-4>yi)-4-(quinuclidin-2-en-3-yl)-1 H-pyrrole 

40 [0269] 24 ml of formic acid were added to 1 .20 g (2.31 mmol) of (+)-2-(4-fluorophenyl)-4-(3-hydroxyquinucIidin-3-yl)- 
3-(pyridin-4-yl)-1-triisopropylsilyl-1H-pyrrole [prepared as described in step 35(i) above]. The resulting mixture was 
stirred at 90°C for 3 hours. After cooling to room temperature, water was added to the reaction mixture. The pH of the 
mixture was adjusted to greater than 10 through the addition of a 10% aqueous solution of sodium hydroxide and then 
the resulting mixture was extracted with ethyl acetate. The organic extract was washed with water, dried over anhydrous 

45 sodium sulfate and then concentrated by evaporation under reduced pressure. The residual solid was washed with a 
1 :1 by volume mixture of ethyl acetate and diethyl ether to give 568 mg (yield 71%) of the title compound as a pale 
brown powder 

Melting point: 246 - 248 (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 5 ppm: 

50 

II. 48 (1H. broad singlet); 
8.47 (2H, doublet, J=6 Hz); 
7.19-7.14 (4H, multiplet); 
7.11 (2H, triplet, J=9 Hz); 

55 7.00 (1H : doublet, J=2 Hz); 

5.86 (1H, singlet); 

2.77 (2H, double doublet of doublets, J=13 Hz, 9 Hz, 5 Hz); 
2.61-2.56 (1H, broad multiplet); 



299 



BNSDOCID: <EP 1243589A1 J_> 




EP 1 243 589 A1 



2.40-2.31 (2H ; multiplet); 

1 .58-1 .49 (2H, broad multiplet); 

1 .43-1 .34 (2H ; broad multiplet). 

5 Example 36 

(±)-2-(4-Fluorophenyl)-3-(pyridin-4-yl)-4-(quinucndin-3-yl)-1A^pyrrole (Compound No. 1-2539) 
[0270] 

10 



15 




[0271] In a similar manner to that described in Example 11 above, 2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(quinuclidin- 
20 2-en-3-yl)-1 /-/-pyrrole (prepared as described in Example 35 above) was reduced to give the title compound (yield 82%) 
as a white powder 

Melting point: 239 - 241 °C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-cy 8 ppm: 

25 11 .25 (1 H. broad singlet); 

8.47 (2H : doublet J=6 Hz); 

7.18-7.07 (6H, multiplet); 

6.93 (1H, doublet, J=2 Hz): 

2.98-2.90 (1H : multiplet); 
30 2.89-2.76 (2H, broad multiplet); 

2.74-2.58 (4H, broad multiplet); 

1.73-1 .64 (1H, broad multiplet); 

1.54-1 .46 (2H, broad multiplet); 

1 .42-1 .33 (1 H : broad multiplet); 
35 1 .26-1 .1 7 (1 H, broad multiplet). 

Example 37 

2'(4>Fluorophenyl)-4-(4-hydroxypipehdin-4-yl)-3-(pyridin-4-yl)-1H-pyrrole (Compound No. 1-2526) 
40 ' — __ 

[0272] 



45 




[0273] 2.73 ml (2.73 mmol) of a 1M solution of tetrabutyiammonium fluoride in tetrahydrofuran were added to a 
solution of 675 mg (1 .37 mmol) of 2-(4-fluorophenyl)-4-(4-hydroxypiperidin-4-yl)-3-(pyridin-4-yl)-1 -triisopropylsilyl-1 H- 
pyrrole [prepared as described in Example 9(iii) above] in 14 ml of tetrahydrofuran and the resulting mixture was stirred 
at room temperature for 30 minutes. At the end of this time, the solvent was distilled off under reduced pressure. Water 
was added to the resulting residue and the precipitate thus obtained was collected by filtration and then washed with 
ethyl acetate to give 363 mg (yield 79%) of the title compound as a white powder. 
Melting point: 197 - 199°C 

n H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-dg) 5 ppm: 
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5 



11.16 (1H. broad singlet); 
8.42 (2H, doublet, J=6 Hz); 
7.32 (2H, doublet J=6 Hz); 
7.04-7.01 (4H, multiplet); 
6.79 (1H, doublet, J=2 Hz); 
4.45 (1H, singlet): 



2.78-2.70 (2H, multiplet); 

2.55-2.45 (2H, these overlaped with protons derived from remaining DMSO-de); 
1.63-1.48 (4H 5 multiplet). 



10 



Example 38 



2-(4-Fluorophenyl)-4-(3-methanesulfonylaminopropyl)-3-(pyridin-4-vl)-1 H-pyrrole (Compound No. 1-2536) 



15 [0274] 



20 




N-S0 2 CH 3 



25 [0275] 188 mg (1.08 mmol) of methanesulfonic anhydride were added to a solution of 290 mg (0.982 mmol) of 
4-(3-aminopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1H-pyrrole (prepared as described in Example 1 above) in 5 ml 
of pyridine and the resulting mixture was allowed to stand overnight. At the end of this time, water was added to the 
reaction mixture, giving a precipitate which was collected by filtration and washed with ethyl acetate to give 208 mg 
(yield 57%) of the title compound as a pale brown powder 

30 Melting point: 210- 21 4°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 



35 



40 



8.52 (2H, doublet, J=6 Hz); 
8.23 (1H, broad singlet); 
7.15-7.12 (4H 5 multiplet); 
6.97 (2H ; triplet, J=9 Hz): 
6.76 (1H, doublet, J=2 Hz); 
4.15 (1H, broad singlet); 
3.13-3.09 (2H, multiplet); 
2.89 (3H, singlet); 



2.61 (2H, triplet, J=7 Hz); 
1.72 (2H, quintet, J=7 Hz) 



45 



50 



55 
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Example 39 

(±)-3-(4-Fluorophenyl)'2-(pyridin-4-yl)-1'(quinuclidin-3-vlV1H-pyrrole (Compound No. 2-2539) 
5 [0276] 




[0277] in a sim.lar manner to the procedures described in Examples 12(i), 12(ii) and 12(iii) above., reactions were 
carried oul using (i )-3-aminoquinuciidine as a starting material instead of 4-amino-1 -benzylpiperidine to give the title 
20 compound (loiai yield 25%) as a pale brown powder. 
Melting point. 229 - 23CTC 

1 H-Nuclear magnetic resonance spectrum (400 MHz : CDCI3) 5 ppm: 

6.61 (2H. doublet. J=6 Hz); 
25 7.16 (2H. doublet. J=6 Hz); 

7.13 (1H. doublet. J-3 Hz); 

7.0* (2H. doublet of doublets, J=9 Hz : 5 Hz): 

6.87 (2H. triplet. J=9 Hz); 

6.42 (1K doublet, J=3 Hz): 
30 4.24-4.15 (1H. multiplet); 

3.33-3.23 (1H. multiplet); 

3.22-3.05 (2H. multiplet); 

2.98-2.79 (2H. multiplet); 

2.78-2.67 (1H : multiplet); 
35 1.95-1.81 (2H : multiplet); 

1.71-1.58 (1H ; multiplet); 

1.56-1 .37 (2H : multiplet). 

Example 40 

40 

(±)-3-(4-Fluorophenyl)-1-(piperidin-3-yl)methyf-2-(pyridin-4-yl)-1 H-pyrrole (Compound No. 2-2520) 
[0278] 

45 



50 




[0279] In a similar manner to the procedures described in Examples 18(i) and 18(H) above, reactions were carried 
out using (±)-3-aminomethyl-(1-t-butoxycarbonyl)piperidine as a starting material instead of (±)-3-amino-1-(t-butoxy- 
carbonyl)pyrrolidine to give the title compound (total yield 7%) as a white powder. 
Melting point 134 - 135°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI3) 6 ppm: 
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8.59 (2H, doublet, J=6 Hz); 

7.16 (2H, doublet, J=6 Hz); 

7.06 (2H, doublet of doublets, J=9 Hz ; 5 Hz): 

6.88 (2H, triplet, J=9 Hz); 
5 6.79 (1H, doublet, J=3 Hz); 

6.34 (1H, doublet, J=3 Hz); 

3.74 (2H, doublet, J=8 Hz): 

2.94-2.87 (1H, multiplet); 

2.83-2.73 (1H, multiplet); 
10 2.46 (1H, doublet of doublets, J=12 Hz, 3 Hz); 

2.13 (1H, doublet of doublets, J=12 Hz, 10 Hz); 

1.75-1.51 (3H, multiplet); 

1.40-1.28 (1H, multiplet); 

0.98-0.85 (1H : multiplet). 

15 ' ■' 

Example 41 

cis-1-(4-Aminocyclohexyl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1H-pyrrole (Compound No. 2-2529) 
20 [0280] 



25 



30 




NH 2 



35 [0281] In a similar manner to the procedures described in Examples 18(i) and 18(H) above, reactions were carried 
out using cis-4-(t-butoxycarbonylamino)-cyclohexylamine as a starting material instead of (±)-3-amino-1-(t-butoxycar- 
bonyl)-pyrrolidine to give the title compound (total yield 1 0%) as a pale brown powder. 
Melting point 163 - 164°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

40 

8.61 (2H, doublet, J=6 Hz); 

7.14 (2H, doublet, J=6 Hz); 

7.05 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

7.03 (1H, doublet, J=3 Hz); 
45 6.87 (2H, triplet, J=9 Hz); 

6.83 (1H, doublet, J=3 Hz); 

3.82 (1H, triplet of triplets, J=12 Hz, 4 Hz); 

3.29-3.22 (1H, multiplet); 

2.22-2.07 (2H, multiplet); 
50 1.82-1.41 (6H, multiplet). 
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Example 42 

3-(4-Ruorophenyl)-2-(2-methylam (Compound No. 2-1072) 

5 [0282] 



10 



15 




42(i) 1-(1-Benzylpiperidin-4-yl)-3-(4^^ 

20 " ~" ~ ~ ~ ^ ' 

[0283] In a similar manner to the procedures described in Examples 12(i), 12(H) and 12(iii) above, reactions were 
carried out using 4-formyl-2-methyrthiopyrimidine as a starting material instead of 4-formylpyridine to give the title 
compound (total yield 34%) as a brown oil. 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI3) 5 ppm; 

25 

8.21 (1H, doublet, J=5 Hz): 
7.39-7.24 (5H, multiplet); 

7.16 (2H : doublet of doublets, J=9 Hz, 5 Hz); 

7.06 (1H : doublet, J=3 Hz); 
30 6.96 (2H, triplet, J=9 Hz); 

6.57 (1H : doublet, J=5 Hz); 

6.27 (1H. doublet, J=3 Hz): 

4.83-4.73 (1H, multiplet); 

3.54 (2H, singlet): 
35 3.02 (2H : doublet, J=9 Hz); 

2.75 (2H, triplet J=6 Hz); 

2.46 (2H, triplet J=6 Hz): 

2.13-1.96 (2H 5 multiplet). 

40 42(ii) 1 -(1 -benzylpiperidin-4-yl)-3-(4-fluorophenyl)-2-(2-methanesulfonylpyrimidin-4-yl)-1 /-/-pyrrole 

[0284] 3.51 g (15.26 mmol) of 69-75 wt.% of m-chloroperbenzoic acid were added in small portions to a solution of 
3.50 g (7.63 mmol) of 1 -(1 -benzylpiperidin-4-yl)-3-(4-fluorophenyl)-2-(2-methylthiopyrimidin-4-yl)-1 /^pyrrole [prepared 
as described in step 42(i) above] in 35 ml of ethyl acetate with ice-cooling. The resulting mixture was stirred at room 

45 temperature 2 days, after which a 10% aqueous solution of sodium thiosulfate was added to the reaction mixture 
followed by extraction with ethyl acetate. The organic extract was washed with water and then concentrated by evap- 
oration under reduced pressure. The residue thus obtained was purified by chromatography on a silica gel column 
using a 9:1 by volume mixture of dichloromethane and methanol as the eluant to give 2.4B g (yield 66%) of the title 
compound as a pale brown amorphous solid. 

so 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

8.35 (1H, doublet, J=5 Hz); 
7.63-7.56 (2H, multiplet); 
7.47-7.38 (3H, multiplet); 
55 7.29-7.24 (1 H, multiplet); 

7.22 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
7.05 (2H, triplet, J=9 Hz); 

6.90 (2H, doublet, J=5 Hz); 
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6.29 (1H : doublet, J=3 Hz); 
5.43-5.33 (1H, multiplet); 
4.46 (2H, singlet); 
3.56-3.27 (4H, multiplet): 
5 3.03-2.86 (2H, multiplet); 

2.93 (3H f singlet); 
2.26-2.14 (1H, multiplet); 
2.10-2.01 (1H, multiplet). 

10 42(lii) i-(l-Benzylpiperidin-4-yl)-3-(4-fluoroph 

[0285] A mixture of 1 .19 g (2.43 mmol) of 1.(1-benzylpiperidin-4-yl)-3-(4-fluorophenyl)-2-(2-methanesulfonylpyrimi- 
din-4-yl)-1 H-pyrrole [prepared as described in Step 42(H) above] and 13 ml of a 2M solution of methylamine in tetrahy- 
drofuran was stirred at 1 00°C for 30 minutes in a sealed tube. At the end of this time, the solvent was distilled off under 
15 reduced pressure. The resulting residue was purified by chromatography on a silica gel column using a 1 :2 by volume 
mixture of hexane and ethyl acetate as the eluant to give 260 mg (yield 24%) of the title compound as a yellow amor- 
phous solid. 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCl 3 ) oppm: 



20 8.03 (1H : doublet J=5 Hz); 

7.42-7.23 (5H, multiplet); 

7.18 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
7.00 (1H, doublet, J=3 Hz); 

6.94 (2H, triplet, J=9 Hz); 
25 6.26 (1H, doublet J=3 Hz); 

6.23 (1H, doublet, J=5 Hz); 
5.14-5.04 (1H, multiplet); 
4.82-4.68 (1H, multiplet); 
3.53 (2H, singlet); 

30 3.10-2.95 (5H, multiplet); 

2.12-1.96 (6H, multiplet). 

42(iv) 3-(4-Fluorophenvl)-2-(2-methylaminopvrimidin-4-vl)-1 -(piperidin-4-yl)-1 H-pyrrole 

35 [0286] In a similar manner to that described in Example 9(ii) above, 1 -(1-benzylpiperidin-4-yl)-3-(4-fluorophenyl)- 
2-(2-methylaminopyrimidin-4-yl)-1 H-pyrrole [prepared as described in step 42(iii) above] was debenzylated to give the 
title compound (yield 39%) as a pale yellow powder. 
Melting point: 189- 191°C 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCl 3 ) 6 ppm: 

40 

8.05 (1H, doublet, J=5 Hz); 

7.19 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
7.00 (1H, doublet, J=3 Hz); 

6.95 (2H, triplet, J=9 Hz); 
45 6.28 (1H, doublet, J=3 Hz); 

6.24 (1H, doublet, J=5 Hz); 
5.14-5.04 (1H, multiplet); 
4.96-4.81 (1H, multiplet); 
3.24 (2H, doublet, J=12 Hz); 

50 3.04 (3H, doublet, J=5 Hz); 

2.70 (2H, doublet of quartets, J=12 Hz, 2 Hz); 

2.14 (2H, doublet, J-12 Hz); 

1.91 (2H, doublet of quartets, J=12 Hz, 4 Hz). 

55 
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Example 43 

(±)-2-(4-Fluorophenyl)-4-(8-methyl-8-azabicyclo[3.2.1 1oct-2-en-3-yl)-3-(pyridin-4-vlH H-pyrrole (Compound No. 
1-2544) 

[0287] 



10 




43(i) 2-(4-Fluorophenyl)-4-(3-hydro^ 
pyrrole 

[0288] In a similar manner to that described in Example 7(iv) above, a reaction was carried out using 8-methyl- 
8-azabicyclo[3.2.1 Joctane-3-one instead of pentafluoropyridine to give a mixture of isomers of the title compound (yield 
49%) as a pale brown powder. 

[0289] From the mixture thus obtained : isomer A (Rf value = 0.45, pale brown powder) and isomer B (Rf value « 
0.40 } pale brown powder) were separated by chromatography on an alumina column using a 1 0:1 by volume mixture 
of ethyl acetate and methanol as the eluant (the ratio of isomer Aiisomer B was 85:90 by weight). 

isomer A 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 5 ppm: 

30 8.21 (2H. doublet, J=6 Hz); 

7.26 (2H. doublet J=6 Hz); 

7.17 (2H, doublet of doublets, J=9 Hz. 5 Hz); 

6.92 (2H, triplet, J=9 Hz); 

6.84 (1H, singlet); 

35 3.14-3.06 (1H S broad multiplet); 

2.28-2.15 (4H, multiplet); 
2.20 (3H, singlet): 
1 .95-1 .84 (4H, broad multiplet); 

1.19- 1.09 (3H, multiplet): 

40 1.05 (18H, doublet, J=7 Hz). 

isomer B 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 5 ppm: 

45 8.22 (2H, doublet, J=6 Hz); 

7.27 (2H, doublet, J=6 Hz); 

7.18 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

6.93 (2H, triplet, J=9 Hz); 

6.85 (1H, singlet): 

50 3.38 (1H, broad singlet); 

2.41 (3H, singlet); 
2.38-2.27 (4H, multiplet); 
2.06-1.95 (4H, broad multiplet); 

1.20- 1.10 (3H, multiplet); 

55 1 .06 (1 8H , doublet, J=7 Hz). 



20 



25 
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43(H) (±)-2-(4-Fluorophenyl)-4-(8-methyl-8-azabte^ 

[0290] In a similar manner to that described in Example 9(iii) above, 2-(4-fluorophenyl)-4-(3-hydroxy-8-methyl- 
8-azabicyclo[3.2.1 ]octan-3-yl)-3-(pyridin-4-yl)-1 -triisopropylsilyl-1 H-pyrrole (a mixture of isomers A and B. prepared as 
described in step 43(i) above] was subjected to dehydration using triethylsilane and trifluoroacetic acid followed by 
desilylation (deprotection) with tetrabutylammonium fluoride to give the title compound (yield 83%) as a white powder. 
Melting point: 243 - 245°C 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 5 ppm: 

8.39 (2H : doublet, J=7 Hz); 

7.25 (2H, doublet, J=6 Hz); 

7.16 (2H ; doublet of doublets, J=9 Hz, 5 Hz); 

6.99 (2H, triplet, J=9 Hz): 

6.83 (1H, singlet); 

5.45 (1H, broad doublet, J=6 Hz): 

3.28-3.24 (1H, broad multiplet); 

3:22 (1H, triplet, J=6 Hz); 

2.68 (1H, broad doublet, J=16 Hz); 

2.37 (3H, singlet); 

2.20-2.11 (1H, broad multiplet); 

2.09-1.99 (1H, multiplet): 

1.90-1.80 (2H : broad multiplet); 

1.69-1.61 (1H, multiplet). 



2-(4-Fluorophenvl)-4-(8-methyl-8-azabicyclo[3.2.11octan-3-yl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 1-2542) 



[0292] In a similar manner to that described in Example 11 above, (±)-2-(4-fiuorophenyl)-4-(8-methyl-8-azabicyclo 
[3.2.1]oct-2-en-3-yl)-3-(pyridin-4-yl)-1 /-/-pyrrole [prepared as described in Example 43 above] was reduced to give the 
title compound (yield 57%) as a white powder. 
Melting point: 233 - 234°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 6 ppm: 

11.13 (1H. broad singlet); 
8.49 (2H, doublet, J=6 Hz); 
7.14-7.05 (6H, multiplet); 
6.76 (1H, doublet, J=3 Hz); 
3.03-2.85 (3H, broad multiplet); 
2.16-2.07 (2H, multiplet); 
2.04 (3H, singlet); 
1.98-1.90 (2H, multiplet); 
1.45-1.36 (2H, multiplet); 

1.24-1.14 (2H, multiplet). ... 



Example 44 



[0291] 




EP 



1243589A1 I > 




EP 1 243 589 A1 



Example 45 

(±)-4-(8-Azabicyclo[3.2.1]oct-2-en-3>vl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1H-pyrrole (Compound No. 1-2543) 
5 [0293] 



10 




15 [0294] In a similar manner to the procedures described in Examples 9(i), 9(ii) and 9(iii) above, coupling, debenzyla- 
tion, dehydration and desilylation reactions were carried out using 8-benzyl-8-azabicyclo[3.2.1]octane-3-one as a start- 
ing material instead of 1-benzylpiperidine-4-one to give the title compound (yield 35%) as a pale yellow powder 
Melting point: 212 -213°C 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-dg) 5 ppm: 

20 

11.32 (1H. broad singlet); 

8.45 (2H ; doublet J=6 Hz); 

7.17-7.07 (6H, multiplet); 

6.81 (1H ; doublet, J=3 Hz); 
25 5.45 (1H ; doublet, J=6 Hz); 

3.53-3.46 (1H, multiplet); 

3.38-3.32 (1H, multiplet); 

2.55-2.48 (1H, broad multiplet); 

1.86-1.69 (3H ; multiplet); 
30 1.66-1.55 (1H, multiplet); 

1.52-1 .44 (1H ? multiplet). 

Example 46 

35 4-(8-Azabicyclo[3.2.1]octan-3-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1H-pyrrote (Compound No. 1-2541) 
[0295] 




[0296] In a similar manner to that described in Example 11 above. (±)-4-(8-azabicyclo[3.2.1 ]oct-2-en-3-yl)-2-(4-fluor- 
ophenyl)-3-(pyridin-4-yl)-1 /-^-pyrrole [prepared as described in Example 45 above] was reduced to give the title com- 
pound (yield 74%) as a white powder. 
so Melting point: 235 - 237°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-dg) 5 ppm: 

11.14 (1H broad singlet); 
8.48 (2H, doublet, J=6 Hz); 
55 7.15-7.05 (6H, multiplet); 

6.73 (1H, doublet, J=2 Hz); 
3.1 8-3.15 (2H, multiplet); 
2.86-2.78 (1H, multiplet); 
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2.05-1.96 (2H, multiplet); 
1.63-1.56 (2K multiplet); 
1.50-1.43 (2H. multiplet); 
1.17-1.08 (2H. multiplet). 

Example 47 

2-(4-Fluorophenyl)-3-(pyridin-4-yl)-4-(1 ; 2,3 ; 6-tetrahydro-2 ; 2 T 6.6-tetramethylpyridin-4-yl)-1 H-pyrrole (Compound No. 
1 -2650) 

[0297] 




[0298] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using 2 ; 2 ; 6 : 6-tetramethylpiperidine-4-one as a starting material instead of 1 -ben- 
zylpiperidine-4-one to give the title compound (yield 50%) as a white powder. 
Melting point: 258 - 259°C 
25 1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 6ppm: 

11.37 (1K broad singlet); 

8.42 (2H, doublet, J=6 Hz); 

7.19-7.09 (6H, multiplet); 
30 6.86 (1H, doublet, J=2 Hz); 

5.04-5.02 (1 H, broad multiplet); 

1.93 (2H. singlet); 

1.25-1.15 (1H, broad singlet); 

1.04 (6H, singlet); 
35 0.94 (6H, singlet). 

Example 48 

2-(4-Fluoropheny1)-3-(pyridin-4-yl)-4-(2,2.6,6-tetra^ (Compound No. 1-2523) 

40 

[0299] 



45 



50 

[0300] In a similar manner to that described in Example 11 above, 2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(1 ,2,3,6-tet- 
rahydro-2,2,6,6-tetramethylpyridin-4-yl)-1 H-pyrroie [prepared as described in Example 47 above] was reduced to give 
the title compound (yield 77%) as a white powder. 
Melting point: 242 - 243°C 
55 1H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-de) 5 ppm: 

11.18 (1H ; broad singlet); 
8.47 (2H, doublet, J=6 Hz); 
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7.21-7.15 (4K multiplet); 
7.11 (2H, triplet, J=9 Hz); 
6.70 (1H, doublet, J=2 Hz); 
2.95 (1H ; triplet of triplets, J=13 Hz, 3 Hz); 
5 1.50 (2K doublet of doublets, J=13 Hz, 3 Hz); 

1.09 (2H : triplet, J=13 Hz); 
1.01 (6H, singlet): 
0.96 (6H, singlet). 

10 Example 49 

(±)-2-(4-Fluorophenyl)-4-(2-methyl-1 ,2.3 ; 6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 1 -2707) 
[0301] 



20 




[0302] In a similar manner to the procedures described in Examples 9(i), 9(ii) and 9(iii) above, coupling, debenzyla- 
tion, dehydration and desilylation reactions were carried out using (±)-1-benzyl-2-methylpiperidine-4-one as a starting 
material instead of 1-benzylpiperidine-4-one to afford a mixture of the title compound and the (6-methyJ-1 ,2,3,6-tet- 
rahydropyridin-4-yl) isomer thereof (which is the title compound of Example 50). The mixture was separated by chro- 
matography on a silica gel column using a 25:1 by volume mixture of ethyl acetate and isopropylamine as the eiuant 
to give the title compound (yield 3%, Rf value= 0.50) as a white powder. 
Melting point: 178 - 180°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 6 ppm: 

8.36 (2H : doublet, J=6 Hz); 
7.24 (2H, doublet, J=6 Hz); 
7.17 (2H, doublet of doublets, J=9 Hz, 6 Hz): 
7.00 (2H : triplet, J=9 Hz); 
6.85 (1H, singlet); 
5.40-5.35 (1H, broad multiplet); 
3.46-3.38 (1H, multiplet); 
3.36-3.28 (1H, multiplet); 
2.96-2.88 (1H, multiplet); 
2.23-2.15 (1H, multiplet); 
2.06-1.97 (1H } multiplet); 
1.14 (3H, doublet, J=6 Hz). 
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Example 50 

(±)-2-(4-Fluorophenvl)-4-(6-methyl-1 .2.3.6>tetrahydropyridin-4-vl)>3-(pvridin-4-vl)-1 H-pyrrole (Compound No. 1-2665) 
5 [0303] 



10 




15 [0304] The title compound (yield 5% : Rf value = 0.45) was obtained as a white powder during the chromatography 
performed in Example 49 above. 
Melting point: 201 - 204°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) o ppm: 

20 8.36 (2H, doublet, J=6 Hz); 

7.24 (2H, doublet, J=6 Hz); 

7.18 (2H, doublet of doublets, J=9 Hz, 6 Hz): 

7.00 (2H f triplet, J-9 Hz); 

6.86 (1H, singlet); 
25 5.24-5.20 (1H, multiplet); 

3.48-3.40 (1H, multiplet); 

3.16-3.09 (1H, multiplet); v 
2.90-2.82 (1H, multiplet); 
2.37-2.27 (1H, multiplet); 
30 2.18-2.10 (1H, multiplet); 

1.05 (3H, doublet, J=7 Hz). 

Example 51 

35 (±)-2-(4-Fluorophenyl)-4-(2-methylpiperidin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 1-2522) 
[0305] 




[0306] In a similar manner to the procedure in Example 11 above, (±)-2-(4-fluorophenyl)-4-(6-methyl-1 ,2,3,6-tetrahy- 
dropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole [prepared as described in Example 50 above] was reduced to give the title 
so compound (yield 83%) as a pale yellow powder. 
Melting point: 198 - 205°C 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 3 ) 5 ppm: 

8.53 (2H, doublet, J-4 Hz); 
55 8.33 (0.5H, broad singlet); 

8.31 (0.5H, broad singlet); 

7.14 (2H, doublet, J=4 Hz); 

7.11 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
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6.95 (2H : triplet, J=9 Hz); 
6.79 (0.5H, doublet, J=3 Hz); 
6.74 (0.5H, doublet. J=3 Hz): 
3.25-2.63 (4H. multiplet): 
5 1.74-1.43 (5H : multiplet); 

1.11 (1.5H, doublet, J=7 Hz): 
1.07 (1.5H : doublet, J=7 Hz). 

Example 52 

10 

4-(1 -Ethyl-1 ; 2 ? 3 ; 6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 1 -2629) 
[0307] 



15 




[0308] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using 1 -ethylpiperidine-4-one as a starting material instead of 1 -benzylpiperidine- 
25 4-one to give the title compound (yield 55%) as a pale yellow powder. 
Melting point: 234 - 236°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz. DMSO-dg) 8 ppm: 

11.36 (1H. broad singlet); 
30 8.45 (2H ( doublet, J=6 Hz); 

7.18-7.08 (6K multiplet); 

6.90 (1H, doublet, J=3 Hz); 

5.26-5.22 (1H, broad multiplet); 

2.84-2.79 (2H, broad multiplet); 
35 2.45 (2H, triplet, J=6 Hz); 

2.34 (2H, quartet, J=8 Hz); 

2.18-2.12 (2H, broad multiplet); 

0.99 (3H, triplet, J=8 Hz). 

40 Example 53 

4-(1-Ethylpiperidin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1H-pyrrole (Compound No. 1-146) 
[0309] 

45 



50 




[0310] In a similar manner to the procedure described in Example 11 above, 4-(1 -ethyl-1 ,2,3, 6-tetrahyd ropy rid in- 
4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1H-pyrrole [prepared as described in Example 52 above] was reduced to give 
the title compound (yield 95%) as a white powder. 
Melting point: 262 - 263°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-oy 6 ppm: 
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11.19 (1H. broad singlet); 

8.48 (2H, doublet, J=6 Hz); 

7.18-7.07 (6H f muttiplet): 

6.76 (1H. doublet, J=2 Hz); 
5 2.87-2.79 (2H, broad muttiplet); 

2.37 (1H, triplet of triplets, J=12 Hz, 4 Hz); 

2.26 (2H, quartet, J=7 Hz); 

1 .80-1 .71 (2H : broad multiplet); 

1 .66-1 .59 (2H, broad multiplet); 
10 1.55-1.43 (2H, multiplet); 

0.96 (3H, triplet, J=7 Hz). 

Example 54 

15 2-(4-Fluorophenyl)-4-(1-isopropyl-1 ; 2.3 ; 6-tetrahydropvridin-4-vl)-3-(pyhdin-4-yl)-1 H-pyrrole (Compound No. 1-2632) 
[0311] 




[0312] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using 1 -isopropylpiperidine-4-one as a starting material instead of 1 -benzylpipe- 
30 ridine-4-one to give the title compound (yield 42%) as a pale yellow powder. 
Melting point: 237 - 240°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 6 ppm: 

11.35 (1H, broad singlet); 
35 8.45 (2H ; doublet, J=6 Hz); 

7.18-7.08 (6H, multiplet); 
6.88 (1H, doublet, J=3 Hz); 

5.28-5.24 (1 H, broad multiplet); ; 
2.94-2.89 (2H, broad multiplet); 
40 2.64 (1H, septet, J=6 Hz); 

2.49 (2H, triplet, J=6 Hz); 
2.15-2.09 (2H, broad multiplet); 
0.96 (6H, doublet, J=6 Hz). 

45 Example 55 

2-(4-Ftuorophenyl)-4-(1 -isopropylpiperidin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 1 -2633) 
[0313] 

50 



55 
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[0314] In a similar manner to that described in Example 11 above, 2-(4-fluorophenyl)-4-(1-isopropyl-1 : 2 : 3 : 6-tetrahy- 
dropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole (prepared as described in Example 54 above) was reduced to give the title 
compound (yield 80%) as white needle-like crystals. 
Melting point: 264 - 266°C (decomposition) 
5 1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-dg) 5 ppm: 

11 .18 (1H. broad singlet); 

8.48 (2H. doublet, J=6 Hz); 

7.17-7.06 (6H. multiplet); 
10 6.76 (1H. singlet); 

2.77-2.70 (2H. broad multiplet); 

2.63 (1H. septet. J=6 Hz); 

2.35 (1 H triplet of triplets, J=12 Hz, 4 Hz); 

2 06-1 97 (2H multiplet); 
15 1 67-1 60 (2H broad multiplet); 

1b2-1 40 multiplet); 

0 92 (6H doublet. J=6 Hz). 

Example 56 

20 

2-(4-Fluorophenyl)-4-ci-propyl-1 .2 ,3 .6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 1-2630) 
[0315] 

25 



30 




[0316] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using 1 -propylpiperidine-4-one as a starting material instead of 1-benzylpiperi- 
35 dine-4-one to give the title compound (yield 46%) as a white powder. 
Melting point: 236 - 238°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-dg) 5 ppm: 

11.36 (1H. broad singlet); 
40 8.45 (2H : doublet. J=6 Hz): 

7.18-7.08 (6H, multiplet); 

6.90 (1H, doublet, J=3 Hz); 

5.26-5.23 (1H : multiplet); 

2.84-2.79 (2H, multiplet); 
45 2.44 (2H, triplet, J=5 Hz); 

2.25 (2H, triplet, J=8 Hz); 

2.17-2.11 (2H ; broad multiplet); 

1.43 (2H : triplet of quartets, J=8 Hz, 8 Hz); 

0.84 (3H, triplet, J=8 Hz). 

50 



55 
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Example 57 

4-(1-Benzyl-1 ,2.3.6-tetrahvdropvridin-4-yl)-2-(4-fluoro^ (Compound No. 1-2644) 

5 [0317] 



10 




15 [0318] In a similar manner to that described in Example 9(iii) above, dehydration and desilylation reactions were 
carried out using 4-(1-benzyl-4-hydroxypiperidin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 -triisopropylsilyl-1 H-pyrroie 
[prepared as described in Example 9(i) above] to give the title compound (yield 88%) as a pale yellow powder 
Melting point: 217 - 219°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 6 ppm: 

20 

11.37 (1H. broad singlet); 

8.45 (2H, doublet, J=6 Hz); 

7.34-7.21 (5H, multiplet); 

7.18-7.08 (6H, multiplet); 
25 6.90 (1H, doublet, J=3 Hz); 

5.23-5.21 (1H, broad multiplet); 

3.50 (2H, singlet); 

2.86-2.81 (2H 5 broad multiplet) 

2.48 (2H 5 triplet, J=6 Hz); 
30 2.18-2.12 (2H, broad multiplet). 

Example 58 

2-(4-Fluorophenyl)-4-(1 -phenethyl-1 ; 2.3 ; 6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 1 -2645) 

35 

[0319] 



40 




[0320] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using 1-phenethylpiperidine-4-one as a starting material instead of 1-benzyl- 
piperidine-4-one to give the title compound (yield 46%) as a pale brown powder. 
50 Melting point: 21 9 - 221 °C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 5 ppm: 

11.37 (1K broad singlet); 
8,45 (2H, doublet, J=6 Hz); 
55 7.29-7.09 (11H, multiplet); 

6.90 (1H, doublet, J=3 Hz); 
5.28-5.24 (1H, broad multiplet); 
2.95-2.89 (2H, broad multiplet); 
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2.76-2.69 (2H, multipiet); 
2.57-2.51 (4H 5 multipiet); 
2.19-2.12 (2K broad multipiet). 

5 Example 59 

(±)-2-(4-Fiuorophenyl)-4-(^ ^pyrrole (Compound No. 1-2654) 

[0321] 

10 



15 




20 [0322] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using (±)-1 ,2,3,5,6, 7,8,8a-octahydroindolizine-7-one as a starting material in- 
stead of 1-benzylpiperidine-4-one to give a mixture of the title compound and the (1 ,2 r 3,5,6,8a-hexahydroindolizin- 
7-yl) isomer thereof (which is the compound of Example 60 below). The mixture was separated by chromatography 
on a silica gel column using a 10:1 :1 by volume mixture of ethyl acetate : methanol and isopropylamine as the eluant 

25 to give the title compound (yield 24% : Rf value = 0.50) as a white powder. 
Melting point: 220 - 222°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 5 ppm: 

8.36 (2H, doublet, J=6 Hz); 
30 7.24 (2H, doublet, J=6 Hz); 

7.17 (2H, doublet of doublets, J=9 Hz, 6 Hz): 

7.00 (2H, triplet, J=9 Hz); 

6.85 (1H, singlet); 

5.41-5.37 (1H, multipiet): 
35 3.47-3.40 (1H, multipiet): 

3.18-3.12 (1H, multipiet); 

2.84-2.77 (1H, multipiet): 

2.40-2.26 (2H, multipiet): 

2.23-2.11 (2H 5 multipiet): 
40 2.05-1.97 (1H : multipiet): 

1.90-1.75 (2H ; multipiet); 

1.46-1.36 (1H, multipiet). 

Example 60 

45 

(±)-2-(4-Fluorophenyl)-4-(1,2 i 3,5,63a-hexahydroindoltzin-7-yl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 1-2653) 
[0323] 

50 



55 
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[0324] The title compound (yield 27%, Rf value = 0.40) was obtained as a pale yellow powder during the chroma- 
tography performed in Example 59 above. 
Melting point: 1 88 - 1 90°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 5 ppm: 

5 

8.37 (2H, doublet, J=6 Hz); 

7.23 (2H ; doublet, J=6 Hz); 

7.18 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

7.00 (2H : triplet, J=9 Hz); 
10 6.86 (1H, singlet); 

5.34-5.30 (1H, broad multiplet); 

3.38-3.30 (1H } multiplet); 

2.99-2.86 (2H, multiplet): 

2.82-2.73 (2H, multiplet); 
15 2.40-2.31 (1H : multiplet); 

2.25-2.16 (1H, multiplet); 

1.97-1.86 (2H, multiplet); 

1.84-1.73 (1H, multiplet); 

1.48-1.38 (1H, multiplet). 

20 

Example 61 

(±)-4-(1 ; 6-Dimethyl-1 ; 2 ; 3 > 6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 
1 -2666) 

25 

[0325] 



30 




35 

[0326] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using (±)-1 ; 2-dimethylpiperidine-4-one as a starting material instead of 1-ben- 
zylpiperidine-4-one to give a mixture of the title compound and the (1 ,2-dimethyl-1 ,2,3,6-tetrahydropyridin-4-yl) isomer 
thereof (which is the compound of Example 62 below). The mixture was separated by chromatography on a silica gel 
40 column using a 99:1 by volume mixture of ethyl acetate and isopropylamine as the eluant to give the title compound 
(yield 10%, Rf value = 0.40) as a pale yellow powder. 
Melting point: 208 - 209°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CDC! 3 ) 6 ppm: 

45 8.47 (2H, doublet, J=6 Hz); 

8.29-8.1 0 (1 H, broad singlet); 

7.17 (2H, doublet, J=6 Hz); 

7.13 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

6.97 (2H, triplet, J=9 Hz); 
so 6.83 (1H, doublet, J=3 Hz); 

5.19 (1H, singlet); 

2.90-2.83 (1H, multiplet); 

2.55-2.32 (2H, multiplet); 

2.37 (3H, singlet); 
55 2.17-2.07 (2H, multiplet); 

1.05 (3H, doublet, J=7 Hz). 
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Example 62 

(±)-4-(1 .2-Dimethyl-1 ,2.3.6-tetrahydropyridin>4>y))-2-(4-fluorophenvl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 
1-2708) 

[0327] 



CH 3 




[0328] The title compound (yield 14% : Rf value = 0.30) was obtained as a pale yellow powder during the chroma- 
tography performed in Example 61 above. 
Melting point: 198 - 201°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz : CDCI3) 6 ppm: 

8.47 (2H ? doublet, J=6 Hz); 

8.33 (1H S broad singlet); 
7.17 (2H : doublet J=6 Hz); 

7.12 (2H S doublet of doublets, J=9 Hz, 5 Hz): 

6.97 (2H ; triplet J=9 Hz); 

6.82 (1H ; doublet.. J=3 Hz); 

5.40 (1H, singlet); 

3.22-3.18 (1H, multiplet); 

2.95-2.91 (1H, multiplet); 

2.57-2.46 (1H, multiplet): 

2.34 (3H, singlet); 
2.27-2.23 (1H, multiplet); 
2.11-2.09 (1H, multiplet); 
1.08 (3H, doublet J=6 Hz). 

Example 63 

2-(4-Ftuorophenyl)-4-(1 ; 2 ; 2 ; 6 ; 6-pentamethyl-1 ^S^-tetrahydropyridin^-yQ-S-tpyridin^-ylH H-pyrrole (Compound 
No. 1-2651) 

[0329] 



F 




[0330] In a similar manner to the procedures described in Example 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using 1 ,2,2,6, 6-pentamethylpiperidine-4-one as a starting material instead of 
1-benzylpiperidine-4-one to give the title compound (yield 69%) as a white powder. 
Melting point: 264 - 268°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-dg) 5 ppm: 
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11.38 (1H. broad singlet); 
8.43 (2H, doublet, J=6 Hz); 
7.20-7.09 (6H, multiplet); 
6.88 (1H, doublet, J=3 Hz); 
5 4.88 (1H, singlet); 

2.18 (3H, singlet); 
2.07 (2H, singlet); 
1.01 (6H, singlet); 
0.90 (6H, singlet). 

10 

Example 64 

2-(4-Fluorophenyl)-4-(1 ; 2 ; 2,6 ; 6-pentamethylpiperidln-4-yl)-3-(pvridin-4-yl)-1H-pvrrole (Compound No. 1-2652) 
15 [0331] 



20 




[0332] In a similar manner to that described in Example 11 above, 2-(4-fluorophenyl)-4-(1 ,2,2,6,6-pentamethyl- 
1 ^^^-tetrahydropyridin^-yO-S-Cpyridin^-yO-l H-pyrrole (prepared as described in Example 63 above) was reduced 
to give the title compound (yield 82%) as a white powder. 
Melting point: 248 - 250°C (decomposition) 
30 1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 5 ppm: 

11.19 (1H. broad singlet); 

8.47 (2H, doublet, J=6 Hz); 

7.21-7.15 (4H, multiplet); 
35 7.11 (2H, triplet, J=9 Hz): 

6.73 (1H, doublet, J=2 Hz); 

2.91-2.82 (1H, multiplet); 

2.14 (3H, singlet): 

1.54-1.47 (2H, multiplet); 
40 1.36 (2H, triplet, J=1 3 Hz); 

1.01 (6H, singlet); 

0.86 (6H, singlet). 

Example 65 

45 

2-(4-Fluorophenyl)-3-(pyridin-4-yl)-4-(1 ,2,3,6-tetrahydropyridin-5-yl)-1 H-pyrrole (Compound No. 1-2627) 
[0333] 

50 



55 
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[0334] In a similar manner to the procedures described in Example 9(i) : 9(ii) and9(iii) above, coupling, debenzylation, 
dehydration and desilylation reactions were carried out using 1-benzylpiperidine-3-one as a starting material instead 
of 1 -benzylpiperidine-4-one to give the title compound (yield 12%) as a pale brown powder. 
Melting point: 230 - 233°C (decomposition) 
5 1 H-Nuclear magnetic resonance spectrum (500 MHz, CD 3 OD) 6 ppm: 

8.36 (2H : doublet, J=6 Hz); 

7.24 (2H S doublet J=6 Hz); 

7.18 (2H, doublet of doublets, J=9 Hz, 6 Hz); 
10 7.01 (2H, triplet, J=9 Hz); 

6.82 (1H : singlet): 

5.55-5.50 (1H, broad multipfet): 

3.36-3.30 (2H, multiplet); 

2.90 (2H, triplet, J=6 Hz): 
15 2.16-2.09 (2H, broad multiplet). 

Example 66 

4-(3-Dimethylamino-1 -propen-1 -yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 1 -251 9) 

20 ^ " ~ ' " 

[0335] 



N^ CH3 
CH 3 



66(i) 2-(4-Ruorophenyl)-4-(3-hydroxy-1 -propen-1 -yl)-3-(pyridin-4-yl)-1 H-pyrrole 

[0336] 27.6 ml (27.6 mmol) of a 1 M solution of diisobutylaluminum hydride in dichloromethane were added dropwise 
35 to a solution of 3.88 g (12.5 mmol) of ethyl 3-[2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrol-4-yl]acrylate in 120 ml of 
dichloromethane at -78°C with stirring. The resulting mixture was stirred at the same temperature for 3 hours. At the 
end of this time, the reaction mixture was added to a saturated aqueous solution of sodium hydrogencarbonate and 
the resulting mixture was filtered. The filtrate was extracted with dichloromethane and the organic extract was washed 
with water, dried over anhydrous sodium sulfate and then concentrated by evaporation under reduced pressure. The 
40 residue thus obtained was purified by chromatography on a silica gel column using a 9: 1 by volume mixture of hexane 
and ethyl acetate as the eluant to afford 3.42 g (yield 93%) of the title compound as a pale brown powder. 
TH-Nuclear magnetic resonance spectrum (400 MHz, CD 3 OD) 5 ppm: 

8.41 (2H, doublet, J=6 Hz); 
45 7.23 (2H, doublet, J=6 Hz); 

7.20 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

7.08 (1H, singlet); 

7.01 (2H, triplet, J=9 Hz); 
6.39 (1H, doublet, J=16 Hz); 
50 5.98 (1H, doublet of triplets, J=16 Hz, 6 Hz); 

4.09 (2H, doublet of doublets, J=6 Hz, 1 Hz). 

66(ii) 3>[2-(4-Fluorophenyl)-3-(pyridin-4-yi)-1H-pyrrol-4-yl]acrylaldehyde 

55 [0337] 1 6.32 g of activated manganese oxide were added to a solution of 1 .63 g (5.54 mmol) of 2-(4-fluorophenyl)- 
4-(3-hydroxy-1 -propen-1 -yl)-3-(pyridin-4-yl)-1 H-pyrrole [prepared as described in step 66(i) above] in 80 ml of dimeth- 
ylsulfoxide. The resulting mixture was stirred at room temperature for 24 hours. At the end of this time, ethyl acetate 
was added to the reaction mixture and then this was filtered. Water was added to the resulting filtrate and then this 
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was extracted with ethyl acetate. The organic extract was washed with water dried over anhydrous magnesium sulfate 
and then concentrated by evaporation under reduced pressure. The residue thus obtained was washed with dichlo- 
romethane to afford 1 .36 g (yield 84%) of the title compound as a pale brown powder. 
1 H-Nuclear magnetic resonance spectrum (400 MHz, CD 3 OD-CDCI 3 ) 5 ppm: 

5 

9.42 (1H, doublet, J=8 Hz); 
8.51 (2H : doublet, J=6 Hz); 
7.49 (1H, singlet): 
7.45 (1H, doublet, J=16Hz); 
10 7.27 (2H ; doublet, J=6 Hz); 

7.22 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

7.01 (2H, triplet, J=9 Hz); 

6.39 (1H, doublet of doublets, J=16 Hz, 8 Hz). 

is 66(iii) 4-(3-Dimethylamino-1 -propen-1 ♦yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole 

[0338] 700 mg (2.38 mmol) of 3-[2-(4-fluoropheny!)-3-(pyridin-4-yl)-1 H-pyrrol-4-yl]acrylaldehyde [prepared as de- 
scribed in step 66 (i) above] and 1 .95 g (23.8 mmol) of dimethylamine hydrochloride were dissolved in 110 ml of a 1 : 
1 by volume mixture of methanol and tetrahydrofuran, after which 226 mg (3.59 mmol) of sodium cyanotrihydridoborate 

20 were added to the solution. The resulting mixture was stirred at room temperature for 1 9 hours. At the end of this time, 
the reaction mixture was added to a saturated aqueous solution of sodium hydrogencarbonate and then this was 
extracted with ethyl acetate. The organic extract was washed with water, dried over anhydrous magnesium sulfate and 
then concentrated by evaporation under reduced pressure. The residue thus obtained was purified by chromatography 
on a silica gel column using a 20:1 :1 by volume mixture of ethyl acetate, methanol and isopropylamine as the eluant 

25 to give 429 mg (yield 56%) of the title compound as a white powder. 
Melting point: 1 96 - 1 98°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CD 3 OD-CDCl 3 ) 5 ppm: 

8.42 (2H, doublet, J=6 Hz); 
30 7.23 (2H, doublet, J=6 Hz); 

7.20 (2H, doublet of doublets. J=9 Hz, 5 Hz); 

7.09 (1H, singlet); 

6.98 (2H, triplet, J=9 Hz); 

6.35 (1H, doublet, J=1 6 Hz); 
35 5.88 (1 H , doublet of triplets, J=1 6 Hz, 7 Hz); 

3.04 (2H, doublet, J=7 H2); 

2.27 (6H, singlet). 

' 

Example 67 

40 

4-(4-Aminobutyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1H'pyrrole (Compound No. 1-98) 
[0339] 

45 



50 




67(i) 4-(3-Cyanopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1H-pyrrole 

55 [0340] 568 mg (8.72 mmol) of potassium cyanide were added to a solution of 3.04 g (7.26 mmol) of 2-(4-fluorophenyl)- 
3-(pyridin-4-yl)-4-[3-(p-toluene-sulfonyloxy)propyl)]-1 H-pyrrole [prepared as described in Example 23(iv) above] in 60 
ml of N ; N-dimethylformamide and the resulting mixture was stirred at 1 00°C for 2 hours. After cooling to room temper- 
ature, a saturated aqueous solution of sodium hydrogencarbonate was added to the reaction mixture and then this 
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was extracted with ethyl acetate. The organic extract was washed with water, dried over anhydrous magnesium sulfate 
and then concentrated by evaporation under reduced pressure. The residue thus obtained was purified by chromatog- 
raphy on a silica gel column using a 2:1 by volume mixture of hexane and ethyl acetate as the eluant to give 0.94 g 
(yield 42%) of the title compound as a pale yellow powder. 
5 1 H-Nuclear magnetic resonance spectrum (500 MHz.. CDCI3) 6 ppm: 

8.53 (2H ; doublet, J=6 Hz); 
8.25 (1 H, broad singlet); 

7.13 (2H, doublet of doublets, J=9 Hz.. 5 Hz); 
10 7.12 (2H, doublet, J=6 Hz); 

6.97 (2H : triplet. J=9 Hz); 
6.75 (1H, doublet, J=3 Hz); 
2.70 (2H : triplet, J=7 Hz); 
2.28 (2H, triplet, J=7 Hz): 
'5 1 .76 (2H, quintet.. J=7 Hz). 

67(ii) 4-(4-Aminobutyl)-2-(4-fluorophenyl)'3-(pyridin-4-yl)-1 H-pyrrole 

[0341 ] A solution of 0.94 g (3.08 mmol) of 4-(3-cyanopropyl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole [prepared 
20 as described in step 67(i) above] in 50 ml of tetrahydrofuran was added dropwise to a suspension of 468 mg (12.32 
mmol) of lithium aluminum hydride in 1 00 mi of tetrahydrofuran at room temperature with stirring. The resulting mixture 
was stirred at 60°C for 3 hours. After cooling to room temperature, 0.47 ml of a 15% aqueous solution of sodium 
hydroxide and 20 ml of water were successively added gradually to the reaction mixture. The resulting mixture was 
filtered and the filtrate thus obtained was concentrated by evaporation under reduced pressure. The resulting residue 
25 was purified by chromatography on a silica gel column using a 25:1 by volume mixture of ethyl acetate and isopro- 
pylamine as the eluant to give 410 mg (yield 43%) of the title compound as a pale red powder. 
Melting point: 185 - 187°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

30 1 0.02 (1 H, broad singlet); 

8.49 (2H. doublet, J=4 Hz); 

7.19 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

7.14 (2H, doublet, J=4 Hz); 
6.94 (2H, triplet, J=9 Hz); 

35 6.72 (1 H , doublet, J=2 Hz); 

2.65 (2H : triplet, J=7 Hz); 
2.51 (2H, doublet, J=7 Hz); . 
2.46-2.08 (2H, multiplet); 
1.52-1.46 (4H, multiplet). 

40 

Example 68 

1-(2-Dimethylaminoethyl)-3-(4-fluorophenyl)-2-(pyridin-4-yl)-1 /-/-pyrrole (Compound No. 2-108) 
45 [0342] 




[0343] In a similar manner to the procedures described in Examples 12(i), 12(ii) and 12(iii) above, reactions were 
carried out using 2-dimethylaminoethylamine as a starting material instead of 4-amino-1 -benzylpiperidine to give the 
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title compound (yield 8%) as a pale brown powder. 
Melting point: 70-73°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz ; CDCI 3 ) 5 ppm: 

5 8.60 (2H ; doublet, J=6 Hz); 

7.19 (2H, doublet, J=6 Hz); 

7.07 (2H : doublet of doublets, J=9 Hz : 5 Hz); 

6.89 (2H, triplet, J=9 Hz); 

6.88 (1H, doublet, J=3 Hz); 
10 6.36 (1H, doublet, J=3 Hz); 

3.96 (2H, triplet, J=7 Hz); 

2.48 (2H, triplet, J=7 Hz): 

2.15 (6H, singlet). 

15 Example 69 

1 -(2 ; 2-Dimethyl-3-dimethylaminopropyl)-3-(4-f luorophenyl)-2-(pyridin-4-yl)-1 /-/-pyrrole (Compound No. 2-2626) 
[0344] 

20 



25 




[0345] In a similar manner to the procedures described in Examples 12(i), 12(ii) and 12(iii) above, reactions were 
carried out using 2,2-dimethyl-3-dimethylaminopropylamine as a starting material instead of 4-amino-1-benzylpiperi- 
dine to give the title compound (yield 21%) as a white powder. 
35 Melting point: 101-1 03°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

8.58 (2H, doublet, J=6 Hz); 

7.14 (2H, doublet, J=6 Hz); 
40 7.04 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

6.88 (2H, triplet, J=9 Hz); 

6.84 (1H, doublet, J=3 Hz); 

6.32 (1H, doublet, J=3 Hz); 

3.90 (2H, singlet); 
45 2.22 (6H, singlet); 

2.00 (2H, singlet); 

0.64 (6H, singlet). 
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Example 70 

1-(8-Azabicyclo[3.2.1loctan-3-yl)-3-(4-fluoro^ (Compound No. 2-2541) 

5 [0346] 



H 

[0347] In a similar manner to the procedures described in Examples 12(i), 12(h) and 12(iii) above, reactions were 
carried out using 3-amino-8-benzyl-8-azabicyclo[3.2.1]octane as a starting material instead of 4-amino-1 -benzylpipe- 
ridine to afford the N-benzyl derivative of the title compound. The N-benzyl derivative was then debenzylated in a 
similar manner to that described in Example 9(ii) above to give the title compound (yield 90%) as a white powder. 
Melting point: 204- 205°C 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 3 ) 8 ppm: 

8.60 (2H : doublet, J-6 Hz); 
7.14 (2H, doublet, J=6 Hz); 
7.02 (2H 5 doublet of doublets, J=9 Hz : 5 Hz); 
6.88 (1H, doublet, J=3 Hz): 
6.86 (2H, triplet. J=9 Hz); 
6.38 (1H, doublet, J=3 Hz); 
4.36-4.25 (1H, multiplet); 
3.67-3.53 (2H, multiplet); 
2.51-2.39 (2H, multiplet); 
1.90-1.67 (4H, multiplet); 
1.57-1.47 (2H S multiplet). 

Example 71 

40 (±)-3-(4-Fluorophenyl)-1 -(2-methylpiperidin-4-yl)-2-(pyridin-4-yl)-1 rt-pyrrole (Compound No. 2-2522) 
[0348] 




55 

[0349] In a similar manner to the procedures described in Examples 12(i), 12(ii) and 12(iii) above, reactions were 
carried out using (±)-4-amino-1 -benzyl-2-methylpiperidine as a starting material instead of 4-amino-1 -benzylpiperidine 
to afford the N-benzyl derivative of the title compound. The N-benzyl derivative was then debenzylated in a similar 
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manner to that described in Example 9(ii) above to give the title compound (yield 24%) as a white powder. 
Melting point: 173 - 175°C 

"•H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 3 ) 5 ppm: 

5 8.61 (2H, doublet, J=5 Hz); 

7.15 (1H, doublet, J=5 Hz); 
7.14 (1K doublet J=5 Hz): 
7.07-7.03 (2H ; multiplet); 

7.00 (0.5H. doublet, J=3 Hz); 
10 6.95 (0.5H. doublet, J=3 Hz); 

6.88 (2H. triplet. J=9 Hz); 
6.38 (1H. doublet. J=3 Hz); 
4.30-4.26 (0.5H. multiplet); 
4.00-3 91 (0 5H. multiplet); 
15 3 47-3 39 (0 5H. multiplet); 

3.1 /-3 lb (0 bH. multiplet); 
2.98-2 88 (1H. multiplet); 
2.66-2.61 (1H multiplet); 
2.06-1 76 (4H mulliplel): 

20 1.11 (1.5K. doublet. J=7 Hz); 

1.08 (1.5H. doublet. J=7 Hz). 

Example 72 

25 3-(4-Fluorophenyl)-2-(2-methylaminopyridin-4-yl)-1-(piperidin-4-yl)-1 /-/-pyrrole (Compound No. 2-2042) 
[0350] 




40 

72(i) 1 -(1 -Benzylpiperidin-4-yl)-3-(4-fluorophenyl)-2-(2-f luoropyridin-4-yl)-1 H-pyrrole 

[0351] In a similar manner to the procedures described in Examples 12(i), 12(H) and 12(iii) above, reactions were 
carried out using 2-1luoropyridin-4-carboxyaldehyde as a starting material instead of pyridine-4-carboxyaldehyde to 
45 gjve the title compound (yield 49%) as a pale brown powder. 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCl 3 ) 6 ppm: 

8.20 (1H, doublet, J=5 Hz); 

7.37-7.24 (5H, multiplet); 
so 7. 04 (2H , doublet of doublets, J=9 Hz, 5 Hz); 

7.02-6.96 (2H, multiplet); 

6.90 (2K triplet, J=9 Hz); 

6.75 (1H, singlet); 

6.37 (1H, doublet, J=3 Hz); 
55 3.89-3.78 (1 H, multiplet); 

3.52 (2H, singlet); 

3.01-2.96 (2H, multiplet); 

2.12-1.96 (4H. multiplet); 
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1.94-1.86 (2H, multiplet). 
72(H) 1-(1-Benzylpiperidin-4-yl)-3-(4^ 

5 [0352] A mixture of a solution of 1 .50 g (3.49 mmol) of 1 -(1 -benzylpiperidin-4-yl)-3-(4-f luorophenyl)-2-(2-fluoropyridin- 
4-yl)-1 H-pyrrole [prepared as described in step 72(i) above] in 30 ml of tetrahydrofuran and 50 ml (1 00 mmol) of a 2M 
solution of methylamine in tetrahydrofuran was stirred at 150°C in an autoclave for 28 hours. At the end of this time, 
the solvent was distilled off from the reaction mixture under reduced pressure. Ethyl acetate and water were added to 
the residue, and the organic layer was separated, dried over anhydrous magnesium sulfate and then concentrated by 

10 evaporation under reduced pressure. The residue thus obtained was purified by chromatography on a silica gel column 
using a 20:1 by volume mixture of dichloromethane and methanol as the eluant to give 1 .83 g (yield 60%) of the title 
compound as a pale brown amorphous solid. 

^-Nuclear magnetic resonance spectrum (400 MHz ; CDCI 3 ) 6 ppm: 

15 8.10 (1H t doublet, J=5 Hz); 

7.35-7.23 (5H : multiplet); 

7.12 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

6.92 (1H, doublet, J=3 Hz); 

6.88 (2H, triplet, J=9 Hz); 
20 6.48 (1H, doublet J=5 Hz): 

6.37 (1H, doublet, J=3 Hz); 

6.20 (1H, singlet): 
4.66-4.57 (1H, multiplet); 
3.93-3.84 (1H, multiplet); 

25 3.51 (2H, singlet); 

2.99-2.91 (2H, multiplet); 

2.84 (3H, doublet, J=5 Hz); 
2.06-1.85 (6H, multiplet). 

30 72(iii) 3-(4-Fluorophenyl)-2-(2-methylaminopyridin-4-yl)-1-(piperidin-4-yl)-1H-pyrrole 

[0353] In a similar manner to that described in Example 9(ii) above, 1-(1-benzylpiperidin-4-yl)-3-(4-fluorophenyl)- 
2-(2-methyl-aminopyridin-4-yl)-1 H-pyrrole [prepared as described in step 72(ii) above] was debenzylated to give the 
title compound (yield 52%) as a white powder. 
35 Melting point: 1 65 - 1 67°C 

^-Nuclear magnetic resonance spectrum (400 MHz, CDCl 3 ) 5 ppm: 

8.12 (1H, doublet, J=5 Hz); 

7.13 (2H, doublet of doublets, J=9 Hz, 5 Hz); 
40 6.93 (1H, doublet, J=3 Hz); 

6.88 (2H, triplet, J=9 Hz); 

6.49 (1H, doublet of doublets, J=5 Hz, 1 Hz); 

6.38 (1H, doublet, J=3 Hz); 

6.21 (1H, doublet, J=1 Hz); 
45 4.65-4.55 (1H, multiplet); 

4.02-3.97 (1H, multiplet); 

3.16 (2H, broad doublet, J=12 Hz); 

2.85 (3H, doublet, J=5 Hz); 

2.60 (2H, doublet of triplets, J=12 Hz, 3 Hz); 
50 1.99-1.81 (4H, multiplet). 
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Example 73 

2-(4-Fluorophenyl)-3-f2-(1(S)-phenylethylamino)py^ 
(Compound No. 1-2600) 

[0354] 



10 




73(Q 4-Bromo-2-(4-fluorophenyl)-3-(2'fluoropyridin-4-yl)-1 -triisopropylsilyl-1 H-pyrrote 

[0355] In a similar manner to the procedures described in Examples 1(i), 7(i), 7(ii) and 7(iii) above, a pyrrole ring- 
20 forming reaction, a decarboxylation reaction, a silylation reaction and a bromination reaction were carried out using 
ethyl 3-(2-fluoropyridin-4-yl)acrylate as a starting material instead of ethyl 3-(4-pyridyl)acrylate to give the title com- 
pound (yield 48%) as a pale yellow powder. 

1 H-Nuclear magnetic resonance spectrum (400 MHz, DMSO-d 6 ) 5 ppm: 

25 8.05 (1H, doublet, J=5 Hz); 

7.38 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

7.20 (2H, triplet, J=9 Hz); 
7.15 (1H, singlet); 
7.01-6.97 (1H ; multiplet); 

30 6.78 (1H, singlet); 

1.20-1.07 (3H, multiplet): 
0.99 (18H, doublet, J=7 Hz). 

73(ii) 4-(1 -AHyloxycarbonyl-1 ,2,3,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(2-fluoropyridin>4-yl)-1 H-pyrrole • 

35 

[0356] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using 4-bromo-2-(4-fluorophenyl)-3-(2-fluoropyridin-4-yl)-1 -triisopropylsilyl-1 H- 
pyrrole [prepared as described in step 73(i) above] instead of 4-bromo-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 -triisopro- 
pylsilyl-1 H-pyrro I e and using 1-allyloxycarbonylpiperidine-4-one instead of 1-benzylpiperidine-4-one to give the title 
40 compound (yield 6%) as a white powder. 

"•H-Nuclear magnetic resonance spectrum (500 MHz, CDCl 3 ) 5 ppm: 

8.42-8.31 (1H, broad singlet); 

8.09 (1H, doublet, J=5 Hz); 
45 7.15 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

7.04-6.97 (3H, multiplet); 

6.82 (1H, singlet); 

6.77 (1H, singlet); 

6.00-5,89 (1H, multiplet); 
so 5.63-5.39 (1 H, multiplet); 

5.31 (1H, doublet, J=16 Hz); 

5.21 (1H, doublet, J=11 Hz); 
4.62 (2H, doublet, J=5 Hz); 
4.04-3.96 (2H, broad singlet); 

55 3.63-3.52 (2H, broad singlet); 

2.29-2.12 (2H, multiplet). 
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73(iii) 4-(1 -AllyloxycarbonyM .2.3,6-tetrahydropyridin-4-yl)-2-(44luorophenyt)-3-f2-(1 (S)-phenylethylamino)pyridin- 
4-yl]-1 H-pyrrole 

[0357] A mixture of 360 mg (0.85 mmol) of 4-(1-allyloxycarbonyl-1 .2.3.6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)- 
5 3-(2-f luoropyridin-4-yl)-1 H-pyrrole [prepared as described in step 73 (ii) above] , 3.6 ml (28.3 mmol) of 1 (S)-phenylethyl- 
amine and 0.36 ml of concentrated hydrochloric acid was stirred at 150°C for 10 hours. At the end of this time, a 
saturated aqueous solution of sodium hydrogencarbonate was added to the reaction mixture and then this was ex- 
tracted with ethyl acetate. The organic extract was washed with water, dried over anhydrous magnesium sulfate and 
then concentrated by evaporation under reduced pressure. The residue thus obtained was purified by chromatography 
10 on a silica gel column using a 1 :1 by volume mixture of hexane and ethyl acetate as the eluant to give 229 mg (yield 
49%) of the titie compound as a brown amorphous solid. 
1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI3) 6 ppm: 

8.20-8 12 (1H. broad singlet); 
15 7.96 (1H doublet, J=5 Hz); 

7.25 (4H singlet): 
7.22-7 16 (1H. multiplet); 

7.04 (2H. doublet of doublets, J=9 Hz 5 5 Hz); 
6.89 (2H. triplet. J=9 Hz); 

20 6.74 (1H. singlet): 

6.44 (1H. doublet. J=4 Hz): 

6.10 (1H. singlet): 

6.00 5.89 (1H. multiplet); 

5.5^-5.33 (1H. multiplet); 
25 5.32 (1H. doublet. J=16 Hz); 

5.22 (1H. doublet. J-11 Hz): 

5.05 (1H-. broad doublet.. J=6 Hz); 
4.62 (2K doublet. J=5 Hz); 
4.54-4.46 (1H. multiplet): 

30 3.93-3.83 (2H. multiplet): 

3.50-3.38 (2H. multiplet); 
2.20-2.05 (2H. multiplet): 
1.48 (3H, doublet, J=7 Hz). 

73(iv) 2-(4-Fluorophenyl)-3-f2-(1 (S)-phenylethylamino)pyridin-4-yl]-4-(1 ,2 ; 3,6-tetrahydropyridin-4-yl)-1 H-pyrrole 

[0358] A mixture of 229 mg (0.44 mmol) of 4-(1-allyloxycarbonyl-1 ,2,3,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)- 
3-[2-(1(S)-phenylethylamino)pyridin-4-yl]-1 H-pyrrole [prepared as described in step 73(iii) above] in 2.5 ml of a 10:1 
by volume mixture of dioxane and water, 55 uJ (0.66 mmol) of pyrrolidine and 5 mg (0.0044 mmol) of tetrakis(triphe- 
nylphosphine)palladium (0) was stirred at 0°C for 1 0 minutes. At the end of this time, water was added to the reaction 
mixture and then this was extracted with ethyl acetate. The organic extract was washed with water and then concen- 
trated by evaporation under reduced pressure. The residue thus obtained was purified by chromatography on a silica 
gel column using a 10:1 :1 by volume mixture of ethyl acetate, methanol and isopropylamine as the eluant to give 41 
mg (yield 21%) of the title compound as a pale brown amorphous solid. 
1 H-Nuclear magnetic resonance spectrum (500 MHz : CDCI3) 6 ppm: 

8.19-8.01 (1H, broad singlet); 
7.96 (1H : doublet, J=5 Hz); 

7.26 (4H, singlet); 
7.24-7.18 (1H, multiplet); 

7.06 (2H : doublet of doublets, J=9 Hz, 5 Hz): 
6.89 (2H, triplet ,J=9 Hz); 
6.74 (1H ; singlet); 
6.47 (1 H , doublet, J=4 Hz); 
6.15 (1H, singlet); 
5.47 (1H, doublet, J=3 Hz); 
5.05 (1H, broad doublet, J=6 Hz); 
4.60-4.52 (1H, multiplet); 
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3.31-3.26 (2H, multiplet); 
2.94-2.84 (2H, multiplet); 
2.13-2.07 (2H f multiplet); 
1.48 (3H, doublet, J=7 Hz). 

5 

Example 74 

4-(1-t-Butyl-1,2 ; 3 ! 6-tetrahydropy (Compound No. 1-2635) 

10 [0359] 




[0360] In a similar manner to the procedures described in Examples 9(i), 9(ii) and 9(iii) above, coupling, dehydration 
and desilylation reactions were carried out using 1-t-butylpiperidine-4-one as a starting materia! instead of 1 -benzyl- 
piperidine-4-one to give the title compound (yield 20%) as a pale yellow powder. 
Melting point: 242 - 244°C 
25 1H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 -DMSO-d 6 ) S ppm: 



9.72 (1H, broad singlet); 

8.46 (2H, doublet, J=6 Hz); 

7.19 (2H, doublet, J=6 Hz): 
30 7.16 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

6.94 (2H. triplet, J=9 Hz); 

6.81 (1H, doublet, J=3 Hz); 

5.46 (1H, singlet); 

3.19-3.11 (2H, multiplet); 
35 2.66-2.58 (2H, multiplet); 

2.26-2.18 (2H, multiplet); 

1.10 (9H, singlet). ; ■. 

Example 75 

40 

2-(4-Fluorophenyl)-4-(1-octyl-1 ; 2,3,6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 1-2639) 
[0361] 




[0362] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using 1 -octylpiperidine-4-one as a starting material instead of 1 -benzylpiperidine- 
55 4-one to give the title compound (yield 26%) as a white powder 
Melting point: 173 - 175°C 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCl 3 ) 5 ppm: 
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8.47 (2H, doublet, J=6 Hz); 

8.29 (1H, broad singlet); 

7.17 (2H. doublet. J=6 Hz); 

7.12 (2K doublet of doublets, J=9 Hz, 5 Hz); 
5 6.96 (2H 5 triplet, J=9 Hz); 

6.82 (1H, doublet, J=3 Hz); 

5.45 (1H, singlet); 

2.99 (2H, broad doublet, J=3 Hz); 

2.56 (2H, triplet, J=6 Hz); 
10 2.39 (2H ; triplet, J=8 Hz); 

2.28-2.23 (2H, multiplet); 

1.55-1.48 (2H, multiplet): 

1.31-1.22 (10H, multiplet); 

0.88 (3H, triplet, J=7 Hz). 

15 

Example 76 

(±)-4-(1 -Ethyi-6-methyH ; 2,3.6-tetrahydropyridin-4-yl)-2-(4-fiuorophenyl)-3-(pyridin-4-yl)-1 rt-pyrrole (Compound No. 
1-2667) 

20 

[0363] 




[0364] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using (±)-1-ethy!-2-methylpiperidine-4-one as a starting material instead of 
1 -benzylpiperidine-4-one to afford a mixture of the title compound and the (1 -ethyl-2-methyl-1 ,2,3,6-tetrahydropyridin- 
35 4-y|) isomer thereof (which is the compound of Example 77 below). The mixture was separated by chromatography 
on a silica gel column using a 50:1 by volume mixture of ethyl acetate and isopropylamine as the eluant to give the 
title compound (yield 33%, Rf value = 0.20) as a pale yellow powder. 
Melting point: 210 - 212°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 6 ppm: 

40 

8.47 (2H, doublet, J=6 Hz); 

8.31 (1H, broad singlet); 

7.17 (2H, doublet, J=6 Hz); 

7.13 (2H } doublet of doublets, J=9 Hz, 5 Hz); 
45 6.97 (2H, triplet, J=9 Hz); 

6.82 (1H, singlet); 

5.27 (1H, singlet); 

3.09-3.00 (1H, multiplet); 

2.97-2.88 (1H, multiplet); 
so 2.84-2.73 (1 H, multiplet); 

2.48-2.24 (3H, multiplet); 

2.22-2.11 (1H, multiplet); 

1.09 (3H, triplet, J=7 Hz); 

1.04 (3H, doublet, J=7 Hz). 
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Example 77 

(±V4-(1 -Ethyl-2-methyM .2.3.6-tetrahydropyridin-4'yl)-2-(4-fluorophenyl)-3-(pyridin-4-yi)-1 H-pyrrole (Compound No. 
1-2709) 

5 

[0365] 



10 




15 

[0366] The title compound (yield 46%, Rf value =0.15) was obtained as an orange powder during the chromatography 
performed in Example 76. 
Melting point: 21 8 - 220°C (decomposition) 
20 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 6 ppm: 

8.47 (2H ; doublet, J=6 Hz); 

8.32 (1H, broad singlet); 

7.17 (2H, doublet, J=6 Hz): 
25 7.12 (2H, doublet of doublets, J=9 Hz, 5 Hz); 

6.96 (2H, triplet, J=9 Hz); 

6.82 (1H, singlet); 

5.44 (1H, singlet); 

3.16-2.99 (2H, multiple:); 
30 2.90-2.79 (1 H, multiplet); 

2.76-2.64 (1H, multiplet); 

2.51-2.32 (2H, multiplet); 

2.03-1.98 (1H, multiplet); 

1.08 (3H, triplet, J=7 Hz); 
35 1.01 (3H, doublet, J=6 Hz). 

Example 78 

(±)-2-(4-Fluorophenyl)-4-(1 ,2,3,5.6,7,8. 8a-octahydroindolizin-7-yl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 
40 1-2655) 

[0367] 




[0368] In a similar manner to that described in Example 11 above, (±)-2-(4-fluorophenyl)-4-(1 ,2,3,5,8,8a-hexahy- 
droindolizin-7-yl)-3-(pyridin-4-yl)-1 H-pyrrole (prepared as described in Example 59 above) was reduced to give the 
title compound (yield 52%) as a white powder. 
55 Melting point : 263 - 265°C 

1 H-Nuclear magnetic resonance spectrum (500 MHz, DMSO-d 6 ) 5 ppm: 

11.20 (1H. broad singlet); 



>:.331 
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8.48 (2H : doublet J=6 Hz); 
7.18-7.12 (4H, multiplet); 
7.09 (2H ? triplet. J=9 Hz); 
6.76 (1H, doublet J=2 Hz): 
5 2.98-2.92 (1 H, multiplet); 

2.92-2.86 (1H, broad triplet, J=8 Hz); 
2.46 (1H, triplet of triplets, J=13Hz, 3 Hz); 
1.98-1.45 (9H, multiplet); 
1.30-1.14 (2H, multiplet). 

10 

Example 79 

(±)-4-(6-Allyl-1 -methyl-1 ; 2 ; 3 ; 6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 
1-2690) ~ ^ — ~ 

75 

[0369] 



20 



25 




[0370] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using (±)-2-allyl-1 -methylpiperidine-4-one as a starting material instead of 1 -ben- 

30 zylpiperidine-4-one to afford a mixture of the title compound and the (2-allyM -methyl-1 ^.S.e-tetrahydropyridin^-y!) 
isomer thereof (which is the compound of Example 80 below). The mixture was separated by chromatography on a 
silica gel column using a 100:1 by volume mixture of ethyl acetate and isopropylamine as the eluant to give the title 
compound (yield 20%, Rf value = 0.40) as a pale yellow powder 
Melting point : 218 - 220°C 

35 1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 3 ) 6 ppm: 

8.48 (2H, doublet, J=6 Hz); 

8.39 (1H : broad singlet); 

7.17 (2H, doublet, J=6 Hz); 
40 7.11 (2H, doublet of doublets, J=9Hz, 5 Hz); 

6.96 (2H, triplet, J=9 Hz); 

6.83 (1H, doublet, J=3 Hz); 

5.66-5.58 (1H, multiplet); 

5.34 (1H, singlet); 

4.96 (1H, doublet, J=10 Hz); 

4.90 (1H, doublet, J=17 Hz); 

2.89-2.87 (1H, multiplet); 

2.71-2.67 (1H, multiplet); 

2.46-2.43 (2H, multiplet); 
so 2.37 (3H, singlet); 

2.35-2.32 (1H, multiplet); 

2.12-2.07 (2H, multiplet). 
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Example 80 

(±)-4-(2-AllvH-methyl-1 ,2.3.6-tetrahydropyridin>4>yl)-2-(4-fluorophenvl)-3-(pyridin-4-yl)-1 /-/-pyrrole (Compound No. 
1 -2732) ~ 

[0371] 



10 



15 




[0372] The title compound (yield 18% : Rf value = 0.35) was obtained as a pale yellow powder during the chroma- 
tography performed in Example 79 above. 
20 Melting point: 1 78 - 1 80 C C 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 3 ) 5ppm: 

8.47 (2H S doublet, J=6 Hz); 

8.38 (1H, broad singlet); 
25 7.17 (2H, doublet, J=6 Hz); 

7.12 (2H, doublet of doublets, J-9Hz : 5 Hz): 

6.96 (2H, triplet, J=9 Hz); 

6.82 (1H, doublet, J=3 Hz); 

5.77-5.69 (1K multiplet): 
30 5.39 (1H, singlet); 

5.03 (1H, doublet, J=4 Hz); :v 

5.00 (1H, singlet); 

3.19-3.15 (1H, multiplet); 

2.99-2.95 (1H, multiplet); 
35 2.57-2.41 (1H, multiplet); 

2.36 (3H : singlet); 

2.36-2.31 (1H, multiplet); 

2.24-2.09 (3H, multiplet). 

40 Example 81 

(±)-4-(6-Benzyl-1 -methyl- 1 ,2 ; 3,6-tetrahydropyridin-4-yl)-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound 
No. 1-2696) 

45 [0373] 



50 




55 

[0374] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using (±)-2-benzyl-1-methylpiperidine-4-one as a starting material instead of 
1 -benzylpiperidine-4-one to afford a mixture of the title compound and the (2-benzyM -methyl- 1 ,2,3,6-tetrahydropyridin- 
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4-yl) isomer thereof (which is the compound of Example 82 below). The mixture was separated by chromatography 
on a silica gel column using a 100:1 by volume mixture of ethyl acetate and isopropylamine as the eluant to give the 
title compound (yield 11% ; Rf value = 0.38) as a pale yellow powder. 
Melting point : 198-200°C 
5 1 H-Nuctear magnetic resonance spectrum (500 MHz, CDCI3) 5 ppm: 

8.45 (2H, doublet, J=6 Hz); 
8.28 (1H : broad singlet); 
7.20-7.12 (3H, multiplet); 
10 7.09 (2H : doublet J=6 Hz); 

7.10- 7.07 (2H, multiplet); 
6.97-6.91 (4H S multiplet); 
6.76 (1H, doublet, J=3 Hz); 
5.24 (1H S singlet); 

*5 3.13-3.10 (1H, multiplet); 

2.94-2.89 (2H, multiplet); 
2.51 (3H, singlet); 
2.49-2.35 (3H : multiplet); 

2.11- 2.05 (1H, multiplet). 

20 

Example 82 

(±)-4-(2-benzyl-1-methyl-1,2 ; 3 ; 64etrahydro^ 
1 -2738) " ~ 

25 

[0375] 



30 




[0376] The title compound (yield 4%, Rf value = 0.33) was obtained as a pale yellow powder during the chromatog- 
raphy performed in Example 81 above. 
Melting point: 198 - 199°C 
40 1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 3 ) 6 ppm: 

8.55 (1H, broad singlet); 

8.43 (2H } doublet, J=6 Hz); 

7.23 (2H, triplet, J=7 Hz); 
45 7.I6 (2H, triplet, J=7 Hz); 

7.12 (2H t doublet, J=6 Hz); 

7.10-7.05 (4H, multiplet); 

6.94 (2H, triplet, J=9 Hz); 

6.72 (1H, doublet, J=3 Hz); 
50 5.40 (1H S singlet); 

3.20-3.1 7 (1H, multiplet); 

3.08-3.04 (2H, multiplet); 

2.81-2.78 (1H, multiplet); 

2.46 (3H, singlet); 
55 2.43-2.38 (1H, multiplet); 

2.10-2.00 (2H, multiplet). 
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Example 83 

(-)-2-(4-Fluorophenyl)-4-(1 .2.3.5.6.8a'hexahvdroindolizin-7>vl)-3-(pyridin-4>vl)>1 H-pyrrole (Compound No. 1 -2653) 
5 [0377] 



10 




15 

[0378] (±)-2-(4-Fluorophenyl)-4-(1 ^S^e^a-hexahydroindolizin^-ylJ-S^pyridin^-yO-l H-pyrrole (prepared as de- 
scribed in Example 60 above) was subjected to High Performance Liquid Chromatography using a chiral column and 
employing the conditions described below- to give the title compound (retention time: 4.51 minutes, yield 94%) as a 
pale yellow powder. 
20 Melting point: 204 - 205°C (Decomposition) 
[a] 27 D -50.67° (c=0.975, methanol) 
<HPLC> 

ColumnrCHIRALPAK AD (product of Daicel Chemical Industries, Ltd.) ; 
Eluant: n-hexane : ethanol = 80:20 
25 Flow rate: 1 .0 ml/minute 
Temperature: 40° C 
Detection: 254nm (UV). 

Example 84 

30 

(+)-2-(4-Fluorophenyl)>4-(1.2.3 ? 5.6.8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yn-1 H-pyrrole (Compound No/1 -2653) 
[0379] 



40 




[0380] The title compound (retention time: 6.23 minutes, yield 95%) was obtained as a pale yellow powder during 
the High Performance Liquid Chromatography performed in Example 83 above. 
45 Melting Point: 207-21 0°C (Decomposition) 
[ a ]24 D +46.59° (c=0.920, methanol) 



50 



55 
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Example 85 

(±)-2-(4-Fluorophenyl)-4-(6-methyl-1 -propyl-1 .2.3.6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound 
No. 1-2668) ~ " ~~~~ 

[0381] 



10 




15 

[0382] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using (±)-2-methyl-1-propylpiperidine-4-one as a starting material instead of 
1 -benzylpiperidine-4-one to afford a mixtu re of the title compound and the (2-methyl-1 -propyl-1 ,2,3,6-tetrahydropyridin- 
4-yl) isomer thereof (which is the compound of Example 86 below). The mixture was separated by chromatography 
20 on a silica gel column using a 1 00:1 by volume mixture of ethyl acetate and isopropylamine as the eluant to give the 
title compound (yield 6% ; Rf value = 0.35) as a white powder. 
Melting point : 214 - 215°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI3) 5 ppm: 

25 8.47 (2K doublet, J=6 Hz); 

8.22 (1H, broad singlet); 

7.17 (2H, doublet, J=6 Hz); 

7.13 (2H : doublet of doublets, J=9Hz : 5 Hz); 

6.97 (2H, triplet, J=9 Hz): 
30 6.83 (1H, singlet); 

5.27 (1H, singlet): 

3.07-2.98 (1H, multiplet): 

2.97-2.89 (1H : multiplet); 

2.68-2.56 (1H ; multiplet); 
35 2.47-2.39 (1 H 5 multiplet); 

2.37-2.23 (2H, multiplet); 

2.20-2.10 (1H, multiplet); 

1.62-1.43 (2H S multiplet); 

1.04 (3H, doublet, J=7 Hz); 
40 0.90 (3H, triplet, J=7 Hz). 

Example 86 

(±)-2-(4-Fluorophenyl)-4-(2-methyl-1 -propyl-1 .2 ? 3 ; 6-tetrahydropyridin-4-yl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound 
<*5 No. 1-2710) 

[0383] 




[0384] The title compound (yield 8%, Rf value = 0.32) was obtained as a white powder during the chromatography 
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performed in Example 85 above. 

Melting point : 210 - 218°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

5 8.47 (2H, doublet, J=6 Hz); 

8.23 (1H, broad singlet); 

7.17 (2H, doublet, J=6 Hz); 

7.12 (2H . doublet of doublets, J=9Hz, 5 Hz); 

6.96 {2H : triplet, J=9 Hz); 
10 6.82 (1H. singlet): 

5.43 (1H. singlet); 

3 16-3.01 (2H. multiplet); 

2.89-2.82 (1H. multiplet); 

2.56- 2.50 (1H. multiplet); 
15 2 42-2.30 (2H. multiplet); 

2,00-1 92 (1H.. multiplet): ...... . 

1.57- 1 45 (2H. multiplet); 

'1 .or (3H. doublet. J=6 Hz); 
C.90 (3H. triplet. J=7 Hz). 

20 

Example 87 

(±)-2-(4 Fluorophenyl) 4 (1 .3.4.6 ; 7 ; 9a-hexahydro-2H-quinolizin-8-yl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 
1-2656) 

25 • ■ 

[0385] 



30 




[0386] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using (±)-octahydro-2H-quinolizine-2-one as a starting material instead of 1 -ben- 
zylpiperidine-4-one to afford a mixture of the title compound and the (1 ,3,4,6,9, 9a-hexahydro-2H-quinolizin-8-yl) isomer 
40 thereof (which is the compound of Example 88 below). The mixture was separated by chromatography on a silica gel 
column using a 1 00:1 by volume mixture of ethyl acetate and isopropylamine as the eluant to give the title compound 
(yield 6%, Rf value = 0.35) as a pale yellow powder 
Melting point : 223 - 224°C 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCI 3 ) 5 ppm: 

45 

8.47 (2H, doublet, J=6 Hz); 
8.30 (1H, broad singlel); 
7.17 (2H, doublet, J=6 Hz); 

7.12 (2H, doublet of doublets, J=9Hz, 5 Hz); 
50 6.96 (2H, triplet, J-9 Hz); 

6.83 (1H, doublet, J=3 Hz); 

5.13 (1H, singlet); 
2.88-2.81 (2H, multiplet); 
2.67-2.56 (1H, multiplet); 

55 2.45-2.43 (1 H, multiplet); 

2.40-2.35 (1H, multiplet); 
2.17-2.07 (2H, multiplet); 
1.76-1.73 (1H, multiplet); 
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1.69-1.64 (2K multiplet); 
1.44-1.41 (1H, multiplet); 
1.34-1.18 (2hL multiplet). 

5 Example 88 

(±)-2-(4-Fluorophenyl)-4-(1 ^^.e^^a-hexahydro^/^quinolizin-S'yO-S-tpyridin^yO-l H~ pyrrole (Compound No. 
1-2657) 

10 [0387] 



75 




20 

[0388] The title compound (yield 19%, Rf value = 0.30) was obtained as a pale yellow powder during the chroma 
tography performed in Example 87 above. 
Melting point : 228 - 234°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (500 MHz, CDCl 3 ) 5 ppm: 

25 

8.47 (2H, doublet, J=6 Hz); 
8.28 (1H, broad singlet); 
7.17 (2K doublet, J=6 Hz); 
7.12 (2H, doublet of doublets, J=9Hz, 5 Hz); 
30 6.96 (2H, triplet, J=9 Hz); 

6.81 (1H, doublet J=3 Hz): 
5.42 (1H, singlet); 

3.30- 3.25 (1H, multiplet); 
2.98-2.95 (1H, multiplet); 

35 2.77-2.73 (1 H, multiplet); 

2.14-1.99 (5H, multiplet): 
1.74-1.65 (3H 8 multiplet); 

1.31- 1.21 (2H, multiplet). 

40 Example 89 

(±)-2-(4-Fluorophenyl)-4-(1, 2,3,5^ 

(Compound No. 1-2906) ~ ~~ 

45 [0389] 




55 

[0390] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using 4-bromo-2-(4-fluorophenyl)-3-(2-methylaminopyrimidin-4-yl)-1-triisopro- 
pylsilyMH-pyrrole (prepared as described in Preparative Example 1 below) instead of 4-bromo-2-(4-fluorophenyl)- 
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3-(pyridin-4-yl)-1-triisopropylsilyl-1H-pyrrole, and (±)-1 ^S^e^S^a-octahydroindolizine^-one, instead of 1-benzyl- 
piperidine-4-one, as starting materials to afford a mixture of the title compound and the (1 ,2,3,5, 6,8a-hexahydroin- 
dolizin-7-yl) isomer thereof (which is the compound of Example 90 beiow). The mixture was separated by chromatog- 
raphy on a silica gel column using a 200:20:1 by volume mixture of ethyl acetate, methanol and isopropylamine as the 
5 eluant to give the title compound (yield 15%, Rf value = 0.55) as a pale brown amorphous solid. 
n H-Nuclear magnetic resonance spectrum (400 MHz, CD 3 OD) 6 ppm: 

8.08 (1H, doublet J=5 Hz); 

7.30 (2H, doublet of doublets, J=9Hz, 5 Hz); 
10 7.02 (2H, triplet, J=9 Hz); 

6.82 (1H, singlet); 

6.49 (1H, doublet J=5 Hz); 

5.57-5.51 (1H, multiplet); 

3.53-3.45 (1H, multiplet); 
15 3.21-3.11 (1H, multiplet); 

2.90- 2.81 (1H, multiplet); 
2.80 (3H, singlet); 
2.47-2.28 (2H, multiplet); 
2.26-2.13 (2H, multiplet); 

20 2.07-1.96 (1H, multiplet); 

1.91- 1.73 (2H, multiplet); 
1.49-1.37 (1H, multiplet). 

Example 90 

25 

(±)-2-(4-Fluorophenyl)-4-(1 ; 2 ; 3 ; 5 ! 6 ; 8a-hexahydroindolizin-7-yl)-3-(2-methylaminopyrimidin-4-yl)-1 H-pyrrole 
(Compound No. 1-2905) 

[0391] 

30 



35 




40 

[0392] The title compound (yield 12%, Rf value = 0.50) was obtained as a pale brown amorphous solid during the 

chromatography performed in Example 89 above. 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CD 3 OD) 6 ppm: 

45 8.09 (1H, doublet, J=5 Hz); 

7.30 (2H, doublet of doublets, J=9Hz, 5 Hz); 

7.02 (2H, triplet, J=9 Hz); 

6.83 (1H, singlet); 

6.46 (1H, doublet, J=5 Hz); 
50 5.48-5.42 (1H, multiplet); 

3.47-3.38 (1H, multiplet); 

3.03-2.75 (4H, multiplet); 

2.81 (3H, singlet); 

2.46-2.36 (1H, multiplet); 
55 2.29-2.20 (1 H, multiplet); 

2.03-1 .87 (2H, multiplet); 

1.83-1.75 (1H, multiplet); 

1.54-1.43 (1H, multiplet). 
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Example 91 

(±)-2-(3.4-Pifluorophenyl)-4-(1 .2.3.5.8.8a>hexahvdrQindolizin-7-yl)-3-(pvridin>4-yl)-1 H-pyrrole (Compound No. 
1 -3260) 

[0393] 



w 




[0394] tn a similar manner to the procedures described in Examples 9(i) and 9(ili) above, coupling, dehydration and 
desilyiation reactions were carried out using 4-bromo-2-(3,4-difluorophenyl)-3-(pyridin-4-yl)-1 -triisopropylsilyl-1 H-pyr- 
role (prepared as described in Preparative Example 5 below), instead of 4-bromo-2-(4-fluorophenyl)-3-(pyridin-4-yl)- 
1-triisopropylsiyM /-/-pyrrole, and (±)-1 ,2 5 3,5,6,7 s 8,8a-octahydroindolizine-7-one ; instead of 1 -benzylpiperidine-4-one, 

20 as starling materials to afford a mixture of the title compound and the (1 ,2,3,5, 6.8a-hexahydromdolizin-7-yl) isomer 
thereof (which is the compound of Example 92 below). The mixture was separated by chromatography on a silica gel 
column using a 10010:1 by volume mixture of ethyl acetate, methanol and isopropylamine as the eiuant to give the 
title compound (yield 29%. Rf value = 0.66) as a pale pink powder 
Melting point : 215 - 217°C (decomposition) 

25 1H-Nuclear magnetic resonance spectrum (400 MHz, DMSO-dg) 5 ppm: 

11.48 (1H broad singlet); 

8.48 (2H. doublet. J=6 Hz); 

7.37-7.28 (1H. multiplet); 
30 7.21-7.10 (1H. multiplet); 

7.14 (2H. doublet. J=6 Hz); 

6.96 (1H. doublet. J=3 Hz); 

6.93-6.86 (1H. multiplet); 

5.27-5.20 (1H : multiplet); 
35 3.33-3.23 (1H : multiplet); 

3.05-2.97 (1H, multiplet); 

2.65-2.56 (1K multiplet); 

2.30-2.22 (1H, multiplet); 

2.12-1.93 (3H, multiplet); 
40 1.91-1.81 (1H : multiplet); 

1.75-1.57 (2H ; multiplet); 

1.33-1.20 (1H, multiplet). 

Example 92 

45 

(±)-2-(3,4-Difluorophenvl)-4-(1, 2.3,5,^ (Compound No. 

1 -3259) 

[0395] 



55 
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[0396] The title compound (yield 23%, Rf value = 0.31 ) was obtained as a pale pink powder during the chromatog- 
raphy performed in Example 91 above. 
Melting point: 187 - 190°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (400 MHz, DMSO-d 6 ) 6ppm: 

5 

11.48 (1H. broad singlet); 
8.47 (2H, doublet, J=6 Hz); 
7.39-7.29 (1H, multiplet); 

7.21- 7.10 (1H, multiplet); 
10 7. 1 4 (2H , doublet, J=6 Hz); 

6.96 (1H, doublet, J=3 Hz); 

6.94-6.87 (1H, multiplet); 

5.18-5.13 (1H, multiplet); 

3.10-3.02 (1H, multiplet); 
15 2.89-2.82 (1 H, multiplet); 

2.79-2.71 (1H, multiplet): 

2.63-2.45 (2H, multiplet); 

2.30-2.20 (1H, multiplet); 

2. 06-1. 97 (1H, multiplet); 
20 1 .78-1 .53 (3H, multiplet); 

1.22- 1 .10 (1H, multiplet). 

Example 93 

25 (±)-4-(1 ^^^^.Sa-Hexahydroindolizin^-yQ-S^pyridin^-yD^-CS-trifluoromethvlphenyQ-l H-pvrrole (Compound No. 
1 -3262) 

[0397] 

30 



35 




[0398] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
40 desilylation reactions were carried out using 4-bromo-3-(pyridin-4-yl)-2-(3-trif luoromethylphenyl)-1 -triisopropylsilyi-1 H- 
pyrrole (prepared as described in Preparative Example 6 below), instead of 4-bromo-2-(4-fiuorophenyl)-3-(pyridin» 
4-yl)-1-triisopropylsllyl-1H-pyrrole, and (±)-1 ,2,3,5,6,7,8,8a-octahydroindolizine-7-one, instead of 1 -benzylpiperidine- 
4-one, as starting materials to afford a mixture of the title compound and the (1 : 2,3,5,6,8a-hexahydroindolizin-7-yl) 
isomer thereof (which is the compound of Example 94 below). The mixture was separated by chromatography on a 
45 silica gel column using a 100:10:1 by volume mixture of ethyl acetate, methanol and isopropylamine as the eluant to 
give the title compound (yield 26%, Rf value = 0.65) as a pale brown powder. 
Melting point: 220 - 223°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (400 MHz, DMSO-d 6 ) 5 ppm: 

50 11 .62 (1 K broad singlet); 

8.49 (2H, doublet, J=6 Hz); 

7.54-7.35 (4H, multiplet); 

7.16 (2H, doublet, J-6 Hz); 

7.02 (1H, doublet, J=3 Hz); 
55 5.29-5.21 (1H, multiplet); 

3.35-3.24 (1H, multiplet); 

3.06-2.98 (1H, multiplet); 

2.65-2.56 (1H, multiplet); 
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2.34-2.24 (1H, multiplet); 
2.13-1.94 (3H, multiplet); 
1.92-1.82 (1H : multiplet); 
1.75-1.58 (2H, multiplet); 
s 1.34-1.21 (1H S multiplet). 

Example 94 

(±)-4-(1 ,2 ; 3 ; 533a-Hexahydroindonzin-7-yl)-3-(pvridin^-yl)-2-(3-trrfluoromethylphenv^ H-pyrrole (Compound No. 
10 1-3261) *' ~ " ^ " " ~ " " 

[0399] 




[0400] The title compound (yield 17%, Rf value = 0.31) was obtained as a pale brown powder during the chroma- 
tography performed in Example 93 above. 
Melting point: 189 - 191 °C (decomposition) 
25 1 H-Nuclear magnetic resonance spectrum (400 MHz, DMSO-dg) 5 ppm: 

11.63 (1H : broad singlet): 

8.48 (2H, doublet, J=6 Hz); 

7.55-7.37 (4H, multiplet): 
30 7.15 (2H, doublet, J=6 Hz); 

7.02 (1H, doublet J=3 Hz); 

5.19-5.14 (1H, multiplet); 

3.12-3.03 (1H, multiplet); 

2.91-2.82 (1H, multiplet); 
35 2.80-2.71 (1H S multiplet): 

2.64-2.45 (2hL multiplet): 

2.33-2.21 (1H, multiplet); 

2.09-1.98 (1H, multiplet); 

1.78-1.53 (3H, multiplet); 
40 1.21-1. 10(1 H, multiplet). 

Example 95 

(±)-2-(3-Fluorophenyl)-4-(1 .2 ; 3,5 ; 8 ; 8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-1 /^-pyrrole (Compound No. 1-3256) 

45 

[0401] 



50 




[0402] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using 4-bromo-2-(3-fluorophenyl)-3-(pyridin-4-yl)-1 -triisopropylsilyl-1 H-pyrrole 
(prepared as described in Preparative Example 4 below), instead of 4-bromo-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1-trl- 
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isopropylsilyl-1 H-pyrrole, and (±)-1 ^.S^^.T^^a-octahydroindolizine-y-one, instead of 1-benzylpiperidine-4-one, as 
starting materials to afford a mixture of the title compound and the (1 ,2,3,5, 6,8a-hexahydroindolizin-7-yl) isomerthereof 
(which is the compound of Example 96 below). The mixture was separated by chromatography on a silica gel column 
using a 30:1 by volume mixture of ethyl acetate and isopropyiamine as the eluant to give the title compound (yield 
5 17%, Rf value = 0.25) as a pale pink powder. 
Melting point : 199 - 203°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 6 ppm: 

8.49 (2H, doublet, J=6 Hz); 
10 8.30 (1H, broad singlet); 

7.23-7.18 (3H, multiplet); 

6.96-6.82 (4H : multiplet); 

5.50-5.47 (1H, multiplet); 

3.53-2.96 (1H, multiplet); 
15 3.20 (1H, triplet, J=9 Hz); 

2.79 (1H, doublet, J=17 Hz); 

2.32-2.08 (4H, multiplet); 

2.00-1.67 (3H : multiplet); 

1.48-1.33 (1H, mulliplet). 

20 

Example 96 

(±)-2-(3-F)uorophenyl)-4-(1 ? 2 ; 3 ; 5 ; 6 ; 8a-hexahydroindolizin-7-yl)-3-(pyridin-4-yl)-1 H-pyrrole (Compound No. 1-3255) 
25 [0403] 



30 




[0404] The title compound (yield 12%, Rf value = 0.10) was obtained as a pale brown powder during the chroma 
tography performed in Example 95 above. 
Melting point: 178 - 181 °C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

40 

8.50 (2H, doublet, J=6 Hz); 

8.34 (1H, broad singlet); 

7.26-7.18 (3H, multiplet); 

6.95-6.84 (4H, multiplet); 
45 5.42 (1H, singlet); 

3.23-3.17 (1H, multiplet); 

3.02-2.82 (2H, multiplet); 

2.78-2.61 (2H, multiplet); 

2.42-2.30 (1H, multiplet); 
so 2.16-2.04 (1H, multiplet); 

1.95-1.68 (3H, multiplet); 

1.44-1.32 (1H, multiplet). 
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Example 97 

(±)-2-(3-Chlorophenyl)-4-(1 .2.3.5.8. 8a-hexahydroindolizin-7-vl)'3-(pyridin>4>yl)-1 H-pyrrole (Compound No. 1 -3258) 
5 [0405] 




[0406] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above : coupling, dehydration and 
desilylation reactions were carried out using 4-bromo-2-(3-chiorophenyl)-3-(pyridin-4-yl)-1 -triisopropylsilyl-1 H-pyrrole 
(prepared as described in Preparative Example 3 below), instead of 4-bromo-2-(4-fluorophenyl)-3-(pyridin-4-yl)-1 -tri- 
isopropylsilyl-1 /-/-pyrrole, and (±)-1 ,2,3,5,6, 7,8,8a-octahydroindolizine-7-one, instead of 1 -benzylpiperidine-4-one, as 
starting materials to afford a mixture of the title compound and the (1 ,2,3,5, 6,8a-hexahydroindolizin-7-yl) isomer thereof 
(which is the compound of Example 98 below). The mixture was separated by chromatography on a silica gel column 
using a 30:1 by volume mixture of ethyl acetate and isopropylamine as the eluant to give the title compound (yield 
1 8%, Rf value = 0.25) as a pale pink powder. 
Melting point : 1 97 - 201 °C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI3) 5 ppm: 

8.49 (2H, doublet, J=6 Hz); 
8.32 (1H, broad singlet); 
7.25-7.13 (5H, multiple!): 
6.96 (1H, doublet, J=7 Hz); 
6.85 (1H, doublet J=3 Hz): 
5.50-5.47 (1H, multiplex); 
3.54-3.45 (1H, multiple!); 
3.20 (1H, triplet, J=9 Hz): 
2.79 (1H, doublet, J=16 Hz); 
2.31-2.07 (4H, multiple!); 
2.00-1.67 (3H, multiplet); 
1.48-1.33 (1H, multiplet). 

40 Example 98 

(±)-2-(3-Chlorophenyl)-4-(1,2 ; 3 ! 5 ; 6 ; 8a-hexahydroindoiizin-7-yl)-3-(pyridin-4-yl)-1 H-pyrroie (Compound No. 1-3257) 
[0407] 



50 




30 



35 



[0408] The title compound (yield 16%, Rf value = 0.10) was obtained as a pale brown powder during the chroma- 
tography performed in Example 97 above. 
Melting point: 193 - 195°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCy 8 ppm: 
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8.50 (2H, doublet.. J=6 Hz); 
8.42 (1H, broad singlet); 

7.25- 7.13 (5H. multiplet); 
6.96 (1H. doublet. J=7 Hz): 

5 6.85 (1H, doublet, J=3 Hz); 

5.42 (1H : singlet); 

3.26- 3.1 7 (1H : multiplet); 
3.02-2.82 (2H ; multiplet); 
2.78-2.60 (2H : multiplet): 

10 2.42-2.30 (1 H : multiplet); 

2.16-2.03 (1H : multiplet): 
1.95-1.65 (3H : multiplet): 
1.45-1.32 (1H : multiplet). 

is Example 99 

(±)-4-(1 ! 2.3 ; 5 ; 8 ; 8a-Hexahydroindolizin-7-yl)-2-phenyl-3-(pyridin>4-yl)-1H-pyrrole (Compound No. 1-3254) 
[0409] 



25 




30 [0410] In a similar manner to the procedures described in Examples 9(i) and 9(iii) above, coupling, dehydration and 
desilylation reactions were carried out using 4-bromo-2-phenyl-3-(pyridin-4-yl)-1 -tritsopropylsilyl-1 H-pyrrole (prepared 
as described in Preparative Example 2 below), instead of 4-bromo-2-(4-fluorophenyl)-3-(pyridin-4-yi)-1 -triisopropylsilyl- 
1 /-/-pyrrole, and (±)-1 ,2,3,5,6,7,8.8a-octahydroindolizine-7-one, instead of 1 -benzylpiperidine-4-one, as starting mate- 
rials to afford a mixture of the title compound and the (1 ,2,3,5,6,8a-hexahydroindolizin-7-yl) isomer thereof (which is 

35 the compound of Example 1 00 below). The mixture was separated by chromatography on a silica gel column using a 
30:1 by volume mixture of ethyl acetate and isopropylamine as the eluant to give the title compound (yield 14%, Rf 
value = 0.24) as a pale brown powder. 
Melting point: 201 - 204°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 8 ppm: 

40 

8.46 (2H, doublet, J=6 Hz); 

8.28 (1H, broad singlet); 

7.30-7.13 (7H, multiplet); 

6.84 (1H, doublet, J=3 Hz); 
45 5.50-5.47 (1 H, multiplet); 

3.54-3.45 (1H, multiplet); 

3.50 (1H, triplet, J=9 Hz); 

2.79 (1H, doublet, J=17 Hz); 

2.32-2.07 (4H, multiplet); 
50 2.00-1 .67 (3H, multiplet); 

1.48-1.33 (1H, multiplet). 
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Example 100 

(±)-4-(1 .2.3.5.6.8a-Hexahvdroindolizin-7-yl)-2-phenvl-3-(pyrizin-4-vl)-1H-pyrrole (Compound No. 1-3253) 
5 [0411] 



10 




[0412] The title compound (yield 1 0% : Rf value = 0.11 ) was obtained as a pale brown powder during the chroma- 
tography performed in Example 99 above. 
Melting point: 180 - 183°C (decomposition) 

1 H-Nuclear magnetic resonance spectrum (400 MHz.. CDCI 3 ) 8 ppm: 

20 

8.47 (2H, doublet, J=6 Hz); 

8.34 (1H, broad singlet); 

7.30-7.13 (7K multiplet); 

6.84 (1H, doublet, J=3 Hz); 
25 5.44 (1H, singlet): 

3.27-3.1 8 (1H : multiplet): 

3.02-2.82 (2H, multiplet); 

2.78-2.60 (2H : multiplet); 

2.43-2.30 (1H 5 multiplet): 
30 2.17-2.06 (1H, multiplet); 

1.95-1.65 (3H, multiplet); 

1.45-1.32 (1H, multiplet). 

Preparative Examples 

35 

Preparative Example 1 

4-Bromo-2-(4-fluorophenvl)-3-(2-methylaminopyrimidin-4-yl)-1-triisopropylsilyl-1/-/-pyrrole 

40 1 (i) 2-(4-Fluorophenyl)-3-(2-methylthiopyrimidin-4-yl)-1 H-pyrrole 

[0413] In a similar manner to the procedures described in Example 1 (i) above (pyrrole ring forming reaction) and 
Example 7(i) above (decarboxylation), reactions were carried out using ethyl 3-(2-methylthiopyrimidin-4-yl)acrylate 
instead of ethyl 3-(4-pyridyl)acrylate as a starting material to afford the title compound (yield 37%) as a white powder. 
^5 *>H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

8.41 (1H, broad singlet); 
8.24 (1H, doublet, J=5 Hz); 

7.42 (1H, doublet of doublets, J=9Hz, 5 Hz): 
50 7.10 (2H, triplet, J=9 Hz); 

6.88 (1H, triplet, J=3 Hz); 
6.84 (1H, doublet, J=5 Hz); 
6.81 (1H, triplet, J=3 Hz); 
2.33 (3H, singlet). 

55 

1 (ii) 2-(4-FluorophenvQ-3-(2-methanesulf onylpyrimidin-4-yl)-1 /^pyrrole 

[0414] In a similar manner to that described in Example 42(ii) above, 2-(4-fluorophenyl)-3-(2-methylthiopyrimidin- 
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4-yl)-1 H-pyrrole [which was prepared as described in step 1 (i) above] was oxidized to afford the title compound (yield 
81%) as a pale yellow powder. 

1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 -CD 3 OD) 5 ppm: 

5 8.58 (1H, doublet, J=6 Hz); 

7.50 (2H, doublet of doublets, J=9Hz, 6 Hz); 

7.47 (1H, doublet, J=6 Hz); 

7.16 (2H, triplet, J=9 Hz); 

6.90 (1H, doublet, J=3 Hz); 
10 6.84 (1 H, doublet, J=3 Hz); 

3.05 (3H, singlet). 

1 (iii) 2'(4'Fluorophenyl)-3-(2-methylaminopyrimidin-4-yl)-1 H-pyrrole 

15 [0415] In a similar manner to that described in Example 42(iii) above, 2-(4-fluorophenyl)-3-(2-methanesulfonylpyri- 
midin-4-yl)-1 /-/-pyrrole [prepared as described in step 1 (ii) above] was reacted with methylamine to afford the title 
compound (quantitative yield) as a pale brown amorphous solid. 
1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 6 ppm: 

20 8.37 (1H ; broad singlet); 

8.08 (1H, doublet J=5 Hz); 

7.44 (2H, doublet of doublets, J=9Hz, 6 Hz); 

7.08 (2H, triplet, J=9 Hz); 
6.85 (1H, triplet, J=3 Hz); 

25 6.75 (1 H, triplet, J=3 Hz); 

6.47 (1H, doublet, J=5 Hz); 
4.90 (1H ; broad quartet, J=5 Hz); 
2.87 (3H, doublet, J=5 Hz). 

30 1 (iv) 2>(4>Fluorophenyl)-3-(2-methylaminopyrimidin-4-yl)-1 -triisopropylsilyl-1 H-pyrrole 

[0416] In a similar manner to that described in Example 7(H) above, 2-(4-fluorophenyI)-3-(2-methylaminopyrimidin- 
4-yl)-1 H-pyrrole [prepared as described in step 1 (iii) above] was reacted with triisopropylsilyi triflate, to afford the title 
compound (yield 82%) as a white powder. 
35 1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

7.92 (1H, doublet, J=5 Hz); 

7.36 (2H, doublet of doublets, J=9Hz, 6 Hz); 

7.06 (2H, triplet, J=9 Hz); 
40 6.90 (1H, doublet, J=3 Hz); 

6.89 (1H, doublet, J=3 Hz); 

5.93 (1H, doublet, J=5 Hz); 
4.80 (1H, broad quartet, J=5 Hz); 
2.83 (3H : doublet, J=5 Hz); 

45 1.15-0.92 (21 H, multiplet). 

1(v) 3-[2-(N-t-Butoxycarbonyl-N>methylamino)pyrimidin-4"yl]-2-(4-nuorophenyl)-1 -triisopropylsilyl-1 H-pyrrole 

[0417] In a similar manner to that described in Example 4(i) above, 2-(4-fluorophenyl)-3-(2-methylaminopyrimidin- 
50 4-yl)-1 -trisopropylsilyl-1 H-pyrrole [prepared as described in step 1 (iv) above] was reacted with di-t-butyl dicarbonate 
to afford the title compound (yield 90%) as colorless oil. 
1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCl 3 ) 5 ppm: 

8.24 (1 H, doublet, J=5 Hz); 
55 7.36 (2H, doublet of doublets, J=9Hz, 5 Hz); 

7.09 (2H, triplet, J=9 Hz); 
6.95 (1H, doublet, J=3 Hz); 

6.90 (1H, doublet, J=3 Hz); 
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6.28 (1K doublet J=5 Hz); 
3.20 (3H, singlet); 
1.51 (9H, singlet): 
1.15-0.94 (21 H. multiplet). 

1(vi) 4-Bromo-3-[2-(N-t-butoxycarbonyl-N-methvlamino)pyri 
pyrrole 



[0418] In a similar manner to that described in Example 7(iii) above, 3-[2-(N-t-butoxycarbonyl-N-methylamino)pyri- 
10 midin-4-yl]-2-(4-fluorophenyl)-1 -triisopropylsilyl-1 H-pyrrole [prepared as described in step 1 (v) above] was brominated 
to afford the title compound (yield 79%) as a pale brown amorphous solid. 
1 H-Nuclear magnetic resonance spectrum (400 MHz ; CDCI3) 5 ppm: 

8.42 (1H : doublet. J=5 Hz); 
*5 7.28 (2H ; doublet of doublets, J=9Hz ? 5 Hz); 

7.00 (2H, triplet, J=9 Hz): 

6.93 (1H : singlet): 

6.78 (1H, doublet, J=5 Hz); 

3.13 (3H, singlet); 
20 1.49 (9H, singlet): 

1.15-0.93 (21H : multiplet). 



1 (vii) 4-Bromo-2-(4-fluorophenyl)-3-(2-methylaminopyrimidin-4-yl)-1 H-pyrrole 

25 [041 9] 472 mg (0.782 mmol) of 4-bromo-3-[2-(N-t-butoxycarbonyl-N-methylamino)pyrimidin-4-yl]-2-(4-f luorophenyl)- 
1 -triisopropylsiiyl-1 H-pyrrole [prepared as described in step (vi) above] were dissolved in 1 0 of ml tetrahydrofuran, 0.98 
ml (3.91 mmol) of a 4N solution of hydrogen chloride in dioxane were added to the solution, and the resulting mixture 
was stirred for 3 hours at 50 °C. At the end of this time, water was added to the reaction mixture and then it was 
neutralized with a saturated aqueous solution of sodium hydrogencarbonate. This was extracted with ethyl acetate, 

30 and the organic extract was concentrated under reduced pressure. The resulting residue was purified by chromatog- 
raphy on a silica gel column using a 7:3 by volume mixture of hexane and ethyl acetate as the eluant to afford 202 mg 
(yield 74%) of the title compound as a pale brown amorphous solid. 
1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCJ 3 ) 5 ppm: 

35 8.66 (1H : broad singlet); 

8.21 (1H 5 doublet, J=5 Hz); 

7.26 (2H, doublet of doublets.. J=9Hz, 5 Hz); 

7.01 (2H, triplet, J=9 Hz); 

6.88 (1H, doublet J=3 Hz); 
40 6.61 (1H, doublet J=5 Hz); 

4.96 (1H, broad quartet, J=5 Hz); 

2.86 (3H, doublet J=5 Hz). 

1 (viii) 4-Bromo-2-(4-fluorophenyl)-3-(2-methvlaminopyrimidin-4-yl)-1 -triisopropylsilyl-1 H-pyrrole 

45 ~~ ~ ' — - 

[0420] In a similarmannerto the procedures described in Example 7(ii) above, 4-bromo-2-(4-fluorophenyl)-3-(2-meth- 
ylaminopyrimidin-4-yl)-1 H-pyrrole [prepared as described in step 1 (vii) above] was reacted with triisopropylsilyl triflate 
to afford the title compound (yield 67%) as a pale brown amorphous solid. 
1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCy 5 ppm: 

50 

8.04 (1H ; doublet J=5 Hz); 
7.30 (2H, doublet of doublets, J=9Hz, 6 Hz); 
6.98 (2H, triplet, J=9 Hz); 
6.91 (1H, singlet); 
55 6.32 (1H } broad singlet); 

4.85 (1H, broad quartet, J=4 Hz); 
2.82 (3H, doublet, J=4 Hz); 
1.15-0.92 (21H, multiplet). 
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Preparative Example 2 

4-Bromo-2-phenyl-3-(pyridin-4-yl)-1-triisopropylsilyl'1H-pyrrole 

5 [0421] In a similar mannerto the procedures described in Example 1 (i) above (pyrrole ring forming reaction), Example 
7(i) above (decarboxylation), Example 7(ii) above (reaction with triisopropylslyl triflate) and Example 7(iii) above (bro- 
mination), reactions were carried out using a-(p-toluenesulfonyl)benzylisonitrile, instead of a-(p-toluenesulfonyl)- 
4-fluorobenzylisonitrile, as a starting material to afford the title compound as a pale purple powder. 
1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) S ppm: 

10 

6.35 (2H. doublet, J=6 Hz); 
7.36-7.30 (1H. multiplet); 
7.28-7.21 (4H. multiplet); 
7.03 (2H. doublet. J=6 Hz); 
15 6.9- (1H singlet): 

1.1 b-1 02 (21 H. multiplet). 

Prepara:ivc Example 3 

20 4'Bromu-2(3-chlD{ophenyl)-3-(pyridin-4-yl)-1-triisopropylsilyl'1/-/-pyrrole 

[0422] In a similar mannerto the procedures described in Example 1 (i) above (pyrrole ring forming reaction), Example 
7(i) above (decarboxylation), Example 7(ii) above (reaction with triisopropysilyl triflate) and Example 7(iii) above (bro- 
mination). reactions were carried out using a-(p-toluenesulfonyl)-3-chlorobenzylisonitrile, instead of a-(p-toluenesul- 
25 fonyl)-4-fluorobenzylisonitrile : as a starting material to afford the title compound as a pale purple powder. 
1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 8 ppm: 

• -a*. 

8.40 (2H. doublet. J=6 Hz); 
7.33-7.29 (2H. multiplet); 
30 7.18 (1H, triplet. J=8 Hz); 

7.09 (1H. doublet. J=8 Hz): 
7.03 (2H. doublet. J=6 Hz); 
6.95 (1H, singlet): 
1.12-0.99 (21 H, multiplet). 

35 

Preparative Example 4 

4-Bromo-2-(3-fluorophenyl)-3-(pyridin-4-yl)-1-thisopropylsilyl-1H-pyrrole 

40 [0423] In a similar manner to the procedures described in Example 1(i) above (pyrrole ring forming reaction), Example 
7(i) above (decarboxylation), Example 7(ii) above (reaction with triisopropysilyl triflate) and Example 7(iii) above (bro- 
mination), reactions were carried out using a-(p-toluenesulfonyl)-3-fluorobenzylisonitrile, instead of a-(p-toluenesulfo- 
nyl)-4-fluorobenzylisonitrile, as a starting material to afford the title compound as a pale purple powder. 
1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 6 ppm: 

45 

8.39 (2H, doublet, J=6 Hz); 
7.22 (1H, doublet of doublets, J=8Hz, 6 Hz); 
7.07-7.01 (4H, multiplet); 
6.98-6.94 (2H, multiplet); 
so 1.14-0.98 (21H, multiplet). 

Preparative Example 5 

4-Bromo-2-(3,4-difluorophenyl)-3-(pyridin-4-yl)-1-triisopropylsilyl-1 H-pyrrole 

55 

[0424] In a similar mannerto the procedures described in Example 1 (i) above (pyrrole ring forming reaction), Example 
7(i) above (decarboxylation), Example 7(ii) above (reaction with triisopropysilyl triflate) and Example 7(iit) above (bro- 
mination), reactions were carried out using a-(p-toluenesulfonyl)-3,4-difluorobenzyiisonitrile, instead of a-(p-tolue- 
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nesulfonyl)-4-fluorobenzylisonitrile, as a starling material to afford the title compound as a pale purple powder. 
1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI3) 5 ppm: 

8.42 (2H, doublet, J=6 Hz); 
5 7.12-6.93 (3H. multiplet); 

7.02 (2H : doublet, J=6 Hz); 
6.94 (1H : singlet): 
1.18-0.94 (21 H, multiplet). 

10 Preparative Example 6 

4-Bromo-2-(3-trifluoromethylphenyl)-3-(pyridin-4>yl)-1-triisopropylsilyl-1 /-/-pyrrole 

[0425] In a similar mannerto the procedures described in Example 1 (i) above (pyrrole ring forming reaction), Example 
'5 7(i) above (decarboxylation), Example 7(ii) above (reaction with triisopropysilyl triflate) and Example 7(iii) above (bro- 
mination), reactions were carried out using a-(p-toluenesulfonyl)-3-trifluoromethylbenzylisonitrile : instead of a-(p-tol- 
uenesulfonyl)-4-fluorobenzylisonitrile, as a starting material to afford the title compound as a pale purple powder. 
1 H-Nuclear magnetic resonance spectrum (400 MHz, CDCI 3 ) 5 ppm: 

20 8.39 (2H, doublet, J=6 Hz); 

7.64-7.57 (2H : multiplet); 

7.40-7.33 (2H, multiplet); 

7.00 (2H ; doublet, J=6 Hz); 

6.98 (1H : singlet); 
25 1.15-0.94 (21 H, multiplet). 

Formulation Examples 

[0426] A pharmaceutical preparation containing a compound of the present invention having the above formula (I), 
30 or a pharmacologically acceptable salt, ester or other derivative thereof as its active ingredient can be produced ac- 
cording to, for example, the following methods. 

Formulation Example 1 

35 Powder 

[0427] 5 g of the compound of Example 2, 895 g of lactose and 100 g of corn starch were mixed in a blender to 
provide the desired powder. 

40 Formulation Example 2 

Granules 

[0428] 5 g of the compound of Example 5, 865 g of lactose and 1 00 g of low-substituted hydroxypropylcellulose were 
45 mixed, 300 g of a 10% aqueous hydroxypropyl cellulose solution were added to the resulting mixture, and this was 
then kneaded. The product thus obtained was then granulated using an extrusion granulating machine and dried to 
provide the desired granules. 

Preparation Example 3 

so 

Capsules 

[0429] 5 g of the compound of Example 6, 1 1 5 g of lactose.. 58 g of com starch and 2 g of magnesium stearate were 
mixed using a V-shaped mixer, no. 3 capsules were chosen and then each of said no. 3 capsules was filled with 180 
55 mg of the resulting mixture to provide the desired capsules. 
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Preparation Example 4 
Tablets 

5 [0430] 5 g of the compound of Example 83, 90 g of lactose, 34 g of com starch, 20 g of crystalline cellulose and 1 
g of magnesium stearate were mixed in a blender, and the resulting mixture was then formed into tablets with a tablet 
machine to provide the desired tablets. 

Test Examples 

10 

[0431] The biological activity of the compounds of the present invention is illustrated by the following Test Examples. 
Test Example 1 

is Inhibition of the Production of the Cytokines IL-1|3 and TNFg. in vitro in Human Whole Blood 

[0432] This test was performed according to the method of Hartman, et al. [D.A. Hartman, S.J. Ochalski and R.P. 
Carlson; The effects of anti-inflammatory and antiallergic drugs on cytokine release after stimulation of human whole 
blood by lipopolysaccharide and zymosan A: Infiamm. Res., 44, 269 (1995)]. 

20 [0433] Peripheral blood samples were collected in the presence of heparin from healthy adult volunteers. 1000 uJ of 
whole blood were added to an Eppendorf tube to which 2 \x\ of a dimethyl sulfoxide solution of the test compound had 
been added in advance, after which 1 0 ^tl of lipopolysaccharide (E. coli 026: B6 origin, Difco) were added as a stimulant 
(final concentration of said lipopolysaccharide: 10 ug/ml). This was mixed well and then incubated for 6 hours at 37°C 
in the presence of 5% C0 2 . At the end of the incubation, the mixture was cooled to 4°C to stop the reaction, followed 

25 immediately by centrifuging for 5 minutes at 14,000 rpm to separate and collect the supernatant plasma. The IL-1p 
and TNFa produced and released into the plasma were measured using a commercially available enzyme immu- 
noassay (ELISA) kit [Cayman (IL-1 p) and Genzyme (TNFa)]. The procedure was also repeated in the absence of test 
compound. The inhibitory effect [IC 50 (u.M)] on the production of IL-1 p and TNFa was determined from the amounts of 
the cytokines produced in the presence and absence of the test compound. 

30 [0434] The results for the inhibition of the production in vitro of TNFa are shown in Table 3 below. In this Table, 
Compounds A and B are as follows: 



35 



40 




NH 



Compound A 
(Compound of Example 4 
ofW097/5877) 




Compound B 

(Compound of Example 23 
0fWO96/21452) 



45 



50 



55 



Table 3 


Example No. 


Inhibitory Effect on TNFa Production [IC 50 (u.M)] 


Compound A 


1.90 


Compound B 


1.73 


45 


0.14 


58 


0.089 


60 


0.047 


83 


0.026 
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Table 3 (continued) 


Example No. 


Inhibitory Effect on TNFot Production [IC^ (uM)] 


85 


0.44 


86 


0.29 


87 


0.31 


92 


0.045 


94 


0.031 



[0435] Tabic 3 above demonstrates excellent inhibitory activity against the production of TNFcc in vitro for the com- 
pounds of the present invention. 

[0436] The compounds of the present invention were also found to show excellent inhibitory activity against the 
production of IL-1|i in vitro. 

Test Example 2 



20 



25 



30 



35 



40 



Inhibition o: the Production of TN Fa in vivo 

[0437] This tesi was performed according to the method of Ochalski, et al. [S.J. Ochalski, D.A. Hartman, M.T. Belfast, 
TL. Waller. K B. Glaser and R.P. Carlson; Inhibition of endotoxin-induced hypothermia and serum TNF-a levels in CD- 
1 mice by various pharmacological agents: Agents Actions 39, C52-C54 (1993)]. 

[0438] The production of TNFa was induced in mice by the intravenous injection of lipopolysaccharide (E. coli 026: 
B6 origin. Difco) which was prepared to a concentration of 0.045 mg/ml using physiological saline. The saline prepa- 
ration of lipopolysaccharide was administered at the rate of 10 ml/l kg of body weight into the caudal vein of Balb/c 
mice (males, age 5-7 wccks : body weight: approx. 22 g : Japan Charles River) which had been fasted overnight starting 
on the day before the experiment. One hour after administration, the mice were iaparotomized under ether anaesthesia 
and blood was collected from the abdominal vena cava. Blood collection was performed using a 1 ml volume disposable 
syringe equipped with a 23G needle which had been moistened with heparin on the inside wall. Following blood col- 
lection : the blood was immediately transferred to a 1 .5 ml volume Eppendorf tube and centrifuged at 4°C and 14,000 
rpm to separate the plasma. This plasma was then stored at -20°C until measurement of TNFa. The measurement of 
the amount of TNFa was performed with a commercially available enzyme immunoassay (ELISA) kit (Mouse TNFa 
ELISA KIT. Genzyme). 

[0439] To determine the inhibitory activity of the test compounds, each test compound was suspended in a 0.5% 
tragacanth solution and then administered orally to the Balb/c mice at the rate of 1 0 ml/1 kg of body weight 30 minutes 
before injection of lipopolysaccharide. The level of TNFa production was then determined as described above. In the 
control group. 0.5% tragacanth solution was administered at the rate of 10 ml/1 kg of body weight to the test mice 
instead of the solutions of the test compounds. A minimum of 3 dose levels of the test compound was administered to 
groups of 5 test mice for each test compound. The inhibitory rate relative to the control group was calculated for each 
dose level. From the inhibitory rates and the dosages, ID 50 values were calculated by the least squares method. 
[0440] The compounds of the present invention were found to show excellent inhibitory activity againstthe production 
of TNFa in vivo. 



45 



50 



55 



Test Example 3 

Inhibition of the Production of IL-1ft in vivo 

[0441] This test was performed according to the method of Griffiths, et al. [Richard J. Griffiths, Ethan J. Stam, James 
T. Downs and Ivan G. Otterness; ATP Induces the Release of IL-1 from LPS-Primed Cells In Vivo: J. Immunol., 154, 
2821-2828 (1995)]. 

[0442] The production of IL-1 was induced in mice by the intraperitoneal injection of lipopolysaccharide followed by 
the intraperitoneal injection of adenosine triphosphate (ATP). This was achieved by first administering a solution of 
lipopolysaccharide (E. coli 026: B6 origin, Difco), which had been prepared to a concentration of 0.0045 mg/ml using 
physiological saline, at the rate of 10 ml of said saline solution/l kg of body weight into the peritoneal cavity of Balb/c 
mice (males, age 5-7 weeks, body weight: approx. 22 g, Japan Charles River) which had been fasted overnight starting 
on the day before the experiment. Two hours later, 0.5 ml of ATP, which had been prepared to a concentration of 6.03 
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mg/ml using physiological saline, were administered into the peritoneal cavity. 0.5 hours after the administration of 
ATP, the mice were sacrificed by suffocation using dry ice followed immediately by intraperitoneal injection of 3 ml of 
washing phosphate buffer solution [containing heparin (10 U/ml), p-toluenesuffonyi fluoride (0.25 mM), leupepsin (1 
u,g/ml), pepstatin (1 u,g/ml) and EDTA (1 mM)] to wash the peritoneal cavity. A 1 ml volume disposable syringe equipped 
5 with a 21 G needle was then used to recover the washing liquid. Afterthe recovery, the washing liquid from the peritoneal 
cavity was immediately transferred to a 1 .5 ml volume Eppendorf tube and centrif uged at 4°C and 7,500 rpm to separate 
the supernatant. This supernatant was then stored at -20°C until measurement of IL-1 p. 

[0443] The measurement of the amount of IL-1 p was performed with an enzyme immunoassay (EL ISA) kit (Mouse 
IL-1 p ELISA KIT Genzyme). 

10 [0444] To determine the inhibitory activity of the test compounds, each test compound was suspended in a 0.5% 
tragacanth solution and then administered orally to the Balb/c mice at the rate of 1 0 ml/1 kg of body weight 30 minutes 
before injection of lipopolysaccharide. The level of TNFoc production was then determined as described above. In the 
control group, 0.5% tragacanth solution was administered to the test mice at the rate of 10 ml/l kg of body weight 
instead of the solutions of the test compounds. A minimum of 3 dose levels of the test compound was administered to 

'5 groups of 5 test mice for each test compound. The mean inhibitory rate relative to the control group was calculated for 
each dose level. 

[0445] In this test, the compounds of the present invention demonstrated an excellent inhibitory effect against the 
production of IL-1 p in vivo. 

20 Test Example 4 

Activity in Preventing the Development of Adjuvant- Induced Arthritis in vivo 

[0446] The test was performed according to the method described by Winder et al. (Arthritis Rheum., 12, 472-482, 
25 1 969). 

[0447] Heat-killed dried Mycobacterium butyricum (Difco Laboratories, Lot 679123) was ground on an agate mortar, 3 
and was then suspended in dry-sterilised liquid paraffin (first grade, Wako Pure Chemical Industries, Ltd.) to make a - . 

2 ml suspension. The resulting suspension was then sonicated and used as an adjuvant. Arthritis was induced by the :r 
intradermal injection of the adjuvant (1 00 ug of heat killed dried bacterium/0.05 ml of paraffin/paw) into the heel of the ; 

30 right hind paw of a Lewis rat (male, age 8 weeks, Japan Charles River). The test compounds, which had been sus- -r 
pended in 0.5% sodium carboxymethyl cellulose solution (CMC, Daiichi Pure Chemicals, Co. , Ltd.), were administered 
orally once a day from the day of injection of the adjuvant (day 0) to day 20. * 
[0448] The volumes of the injected (right) and non-injected (left) hind paws were measured on days 3, 5, 7, 10, 13, 
15,18 and 21 using a Plethysmometer™ (Ugo Basile), the hind paws being soaked from the toe to the hairline in the 

35 bath of the Plethysmometer™ . The volumes of the swollen feet (adjuvant-injected right hind foot volume - non-injected 
left hind foot volume) were calculated. The percent inhibition of swelling of the injected foot of the treated animals as 
compared to that of the control animals on day 21 was calculated as follows. v % 



4Q Inhibition (%) = {1 -(swollen foot volume of compound-treated animals)/ 

(swollen foot volume of control animals)} x 100 

[0449] A linear regression curve was obtained from the percent inhibition and the logarithmic value of the dosage 
45 by the least squares method. ID 50 values were calculated using this curve. 

[0450] In this test, the compounds of the present invention showed excellent activity in preventing the development 
of adjuvant-induced arthritis. 

Test Example 5 

50 

Activity in Preventing the Development of Arthritis Induced by Anti-Collagen Antibody in vivo 
[0451] In this test, an anti-collagen antibody-induced mouse arthritis model was employed. 

[0452] 0.5 ml (2 mg of antibody) of an anti-collagen antibody solution (4 mg/ml, Arthritogenic mAb Cocktail: product 
55 of Immuno-Biological Laboratories Co., Ltd) were injected into the caudal vein of Balb/c mice (males, age 5-6 weeks 
old, Japan Charles River). Three days after injection, 0.1 ml [0.05 mg of lipopolysaccharide] of a lipopolysaccharide 
solution (0.5 mg/ml, Arthritogenic mAb Cocktail: product of Immuno-Biological Laboratories Co., Ltd) were administered 
to the mice by intraperitoneal injection. 



353 

BNSDOCID: <EP 1243569A1 J_> 




EP 1 243 589 A1 



[0453] The test compounds, which had been suspended in 0.5% tragacanth were administered orally to the test 
animals at the rate of 10 ml/1 kg of body weight once per day for 7 days from the day when the anti-collagen antibody 
was administered. To the mice of the control group, 0.5% tragacanth solution was administered at the rate of 10 ml/ 
kg of body weight once per day for 7 days from the day when the anti-collagen antibody was administered, instead of 
5 solutions of the test compounds. 

[0454] After the administration of the test compounds (or 0.5% tragacanth solution)., the degree of edema in the 4 
paws of each test mouse was scored according to the following basis: 

0: normal (edema is not observed); 
10 1 : edema is observed in one of the five toes; 

2: edema is observed in two or more of the five toes; 
3: the whole of the paw is swollen. 

[0455] The degree of arthritis in the test mouse was evaluated by the total of the edema scores in the 4 paws. The 
75 rate of suppression was calculated from the degrees of arthritis of the control animals and of the animals treated with 
the test compounds. From the rates of suppression and the dosages, ID 50 values were calculated by the least squares 
method. 

[0456] In this test, the compounds of the present invention showed excellent activity in preventing the development 
of arthritis induced by anti-collagen antibody. 

20 

Test Example 6 

Activity in Treating Arthritis Induced by Anti-Collagen Antibody in vivo 

25 [0457] In this test, an anti-collagen antibody-induced mouse arthritis model was employed. 

[0458] 0.5 ml (2 mg of antibody) of an anti-collagen antibody solution (4 mg/ml ; Arthritogenic mAb Cocktail: product 
of Immuno-Biological Laboratories Co., Ltd) were injected into the caudal vein of Balb/c mice (males, age 5-6 weeks 
old, Japan Charles River). Three days after injection, 0.1 ml [0.05 mg of lipopofysaccharide] of a lipopolysaccharide 
solution (0.5 mg/ml, Arthritogenic mAb Cocktail: product of Immuno-Biological Laboratories Co., Ltd) were administered 

30 to the mice by intraperitoneal injection. 

[0459] 7 days after the administration of the anti-collagen antibody solution, the degree of edema in the 4 paws of 
each test mouse was scored according to the basis as shown in Test Example 5 above. 

[0460] Those mice in which edema in both the hind paws had been scored as "3" were selected. Test compounds, 
which had been suspended in 0.5% tragacanth solution, were administered orally to the selected mice at the rate of 

35 10 ml/kg of body weight once per day for 3 days. To the mice of the control group, 0.5% tragacanth solution was 
administered at the rate of 1 0 ml/kg of body weight once per day for 3 days instead of solutions of the test compounds. 
[0461] After the administration of the test compounds (or 0.5% tragacanth solution), the degree of arthritis in each 
test mouse was evaluated in the same manner as described in Test Example 5. The rates of treatment of arthritis 
induced by anti-coliagen antibody were calculated from the degrees of arthritis of the control animals and of the com- 

40 pound-treated animals. 

[0462] From the rates of treatment and the dosages, ID 50 values were calculated by the least squares method. 
[0463] In this test, the compounds of the present invention showed excellent activity in treating arthritis induced by 
anti-collagen antibody. 

[0464] As illustrated above, the compounds of the present invention exhibit excellent activity in inhibiting the produc- 
es tion of inflammatory cytokines, particularly in inhibiting the production of IL-1 p and TNFa. Furthermore, the compounds 
of the present invention have satisfactory oral absorptivity and a low level of toxicity. Consequently, the compounds of 
the present invention are useful as pharmaceuticals, suitable for the prohylaxis and treatment of both humans and 
animals. They can, for example, be used as an analgesic, an anti-inflammatory agent and an antiviral agent as well 
as an agent for use in the prophylaxis and treatment of chronic rheumatoid arthritis, degenerative arthritis, allergic 
so diseases, asthma, septicaemia, psoriasis, osteoporosis, autoimmune diseases (e.g., systemic lupus erythematosus, 
ulcerative colitis and Crohn's disease), diabetes, glomerular nephritis, hepatitis and arteriosclerosis. Of these applica- 
tions, the compounds of the present invention are particularly useful as an analgesic and an anti-inflammatory agent 
and as an agent for the prophlaxis and treatment of chronic rheumatoid arthritis, degenerative arthritis, allergic diseases, 
septicaemia, psoriasis, osteoporosis, ulcerative colitis, diabetes, hepatitis and arteriosclerosis. 
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Claims 

1 . A compound of formula (I), or a pharmacologically acceptable salt, ester or amide thereof: 



5 



10 



15 




(I) 



wherein: ■ 

A represents a pyrrole ring; 

20 ri is a phenyl or naphthyl group which may optionally be substituted with at least one substituent selected 

from the group consisting of Substituent group a defined below, Substituent group p defined below, Substituent 
group y defined below and Substituent group 6 defined below; 

R 2 is a pyridyl or pyrimidinyl group which may optionally be substituted with at least one substituent selected 
25 from the group consisting of Substituent group a defined below, Substituent group (3 defined below, Substituent 

group y defined below and Substituent group 5 defined below; and 

R 3 is a group of formula -X-R 4 wherein 

30 R4 is a heterocyclyl group having at least one ring nitrogen atom selected from the group consisting of 

8-azabicyclo[3.2.1]octenyl, 9-azabicyclo[3.3,1]nonenyl and quinuclidinenyl groups, said heterocyclyl 
group optionally being substituted with at least one substituent selected from the group consisting of Sub- 
stituent group a defined below and Substituent group 6 defined below, and 
X is a single bond or an alkenylene group having from 2 to 4 carbon atoms; 

35 

PROVIDED THAT said substituents R 1 and R 3 are bonded to the two atoms of said pyrrole ring which are adjacent 
to the atom of the pyrrole ring to which said substituent R 2 is bonded; 

Substituent group a comprises hydroxyl groups, nitro groups, cyano groups, halogen atoms, lower alkoxy groups 
defined below, halogeno lower alkoxy groups defined below, lower aikylthio groups defined below, and halogeno 
40 lower aikylthio groups defined below; 

Substituent group p comprises groups of formula -NR c R d , wherein R c and R d are the same or different from each 
other and each is independently selected from the group consisting of hydrogen atoms, lower alky! groups defined 
below, lower alkenyl groups defined below, lower alkynyl groups defined below, aralkyl groups defined below and 
lower alkylsulfonyl groups, or 

45 rc a nd R d : together with the nitrogen atom to which R c and R d are bonded, form a heterocyclyl group defined below; 

Substituent group y comprises lower alkyl groups defined below which are substituted with a group of formula 
-NR c R d , wherein R c and R d are as defined above; and 

Substituent group 5 comprises lower alkyl groups defined below which may optionally be substituted with at least 
one substituent selected from Substituent group a defined above, lower alkenyl groups defined below which may 

50 optionally be substituted with at least one substituent selected from Substituent group a defined above, lower 

alkynyl groups defined below which may. optionally be substituted with at least one substituent selected from Sub- 
stituent group a defined above, aralkyl groups defined below and cycloalkyl groups defined below; 
said lower alkyl groups in the definition of substituents R c and R d above, said lower alkyl groups which may op- 
tionally be substituted with at least one substituent selected from Substituent group a in the definition of Substituent 

55 group 6 above and said lower alkyl moiety of the lower alkyl groups substituted with a group of formula -NR c R d in 

the definition of Substituent group y above are straight or branched alkyl groups having from 1 to 6 carbon atoms; 
said lower alkenyl groups in the definition of substituents R c and R d above and said lower alkenyl groups which 
may optionally be substituted with at least one substituent selected from Substituent group a in the definition of 
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Substituent group 5 above are straight or branched alkenyl groups having from 2 to 6 carbon atoms; 

said lower alkynyl groups in the definition of substituents R c and R d above and said lower alkynyi groups which 

may optionally be substituted with at least one substituent selected from Substituent group a in the definition of 

Substituent group 6* above are straight or branched alkynyl groups having from 2 to 6 carbon atoms: 

said aralkyl groups in the definition of R c and R d above and in the definition of Substituent group 5 above are lower 

alkyl groups as defined above which are substituted with at least one aryl group selected from aromatic hydrocarbon 

groups having from 6 to 14 carbon atoms in one or more rings : said aromatic hydrocarbon groups optionally being 

fused with a cycloalkyl group having from 3 to 10 carbon atoms; 

said cycloalkyl groups in Substituent group 5 above are cycloalkyl groups having from 3 to 7 carbon atoms: 
said lower alkyisulfony! groups in the definition of substituents R c and R d are lower alkyl groups as defined above 
which are bonded to a sulfonyl group; 

said heterocyclyl groups formed by substituents R c and R d together with the nitrogen atom to which they are 
bonded are non-aromatic heterocyclic groups having from 4 to 14 ring atoms in one or more rings, at least one of 
said ring atoms being a heteroatom selected from the group consisting of sulfur atoms 5 oxygen atoms and nitrogen 
atoms, said heterocyclyl groups optionally being fused with another cyclic group selected from the group consisting 
of aryl groups as defined in the definition of aralkyl groups above and heteroaryl groups selected from 5- to 7-rnem- 
bered aromatic heterocyclic groups containing from 1 to 3 heteroatoms selected from the group consisting of sulfur 
atoms : oxygen atoms and nitrogen atoms: 

said lower alkoxy groups in the definition of Substituent group a above are lower alkyl groups as defined above 
which are bonded to an oxygen atom: 

said halogeno lower alkoxy groups in the definition of Substituent group a above are lower alkoxy groups as defined 
above which are substituted with at least one halogen atom; 

said lower alkylthio groups in the definition of Substituent group a above are lower alkyl groups as defined above 
which are bonded to a sulfur atom; and 

said halogeno lower alkylthio groups in the definition of Substituent group a above are lower alkylthio groups as 
defined above which are substituted with at least one halogen atom. 

A compound of formula (I) according to claim 1 or a pharmacologically acceptable salt, ester or amide thereof, 
wherein said compound of formula (I) is a compound of formula (1-1) or (I-3) below: 



A compound according to claim 1 selected from 2-(4-fluorophenyl)-3-(pyridin-4-yl)-4-(quinuclidin-2-en-3-yl)-1 H- 
pyrrole, and pharmacologically acceptable salts, esters and amides thereof. 

A compound according to claim 1 selected from 2-(4-fluorophenyl)-4-(8-methyl-8-azabicyclo[3.2.1]oct-2-en-3-yl)- 

3- (pyridin-4-yl)-1H-pyrrole, and pharmacologically acceptable salts, esters and amides thereof. 

A compound according to claim 1 selected from 4-(8-azabicyclo[3.2.1 ]oct-2-en-3-yl)-2-(4-fluorophenyi)-3-(pyridin- 

4- yl)-1/-*-pyrrole, and pharmacologically acceptable salts, esters and amides thereof. 

A pharmaceutical composition comprising an effective amount of a pharmacologically active compound together 
with a carrier or diluent therefor, wherein said pharmacologically active compound is a compound of formula (I) 
according to any one of claims 1 to 5 or a pharmacologically acceptable salt, ester or amide thereof. 

A compound of formula (I) according to any one of claims 1 to 5 or a pharmacologically acceptable salt, ester or 
amide thereof for use as a medicament. 

A compound of formula (I) according to any one of claims 1 to 5 or a pharmacologically acceptable salt, ester or 
amide thereof for use in inhibiting the production of inflammatory cytokines in a mammal. 
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9. A compound of formula (I) according to any one of claims 1 to 5 or a pharmacologically acceptable salt, ester or 
amide thereof for use in inhibiting bone resorption. 

10. A compound of formula (I) according to any one of claims 1 to 5 or a pharmacologically acceptable salt, ester or 
5 amide thereof for use in the treatment or prophylaxis of inflammatory diseases. 

11. A compound of formula (I) according to any one of claims 1 to 5 or a pharmacologically acceptable salt, ester or 
amide thereof for use in the treatment or prophylaxis of viral diseases. 

10 12. A compound of formula (I) according to any one of claims 1 to 5 or a pharmacologically acceptable salt, ester or 
amide thereof for use in relieving pain or pyrexia. 

13. A compound of formula (I) according to any one of claims 1 to 5 or a pharmacologically acceptable salt, ester or 
amide thereof for use in the treatment or prophylaxis of chronic rheumatoid arthritis. 

15 

14. A compound of formula (I) according to any one of claims 1 to 5 or a pharmacologically acceptable salt, ester or 
amide thereof for use in the treatment or prophylaxis of osteoarthritis. 

15. A compound of formula (I) according to any one of claims 1 to 5 or a pharmacologically acceptable salt, ester or 
20 amide thereof for use in the treatment or prophylaxis of cancer. 

16. A compound of formula (I) according to any one of claims 1 to 5 or a pharmacologically acceptable salt, ester or 
amide thereof for use in the treatment or prophylaxis of hepatitis. 

25 17. A compound of formula (I) according to any one of claims 1 to 5 or a pharmacologically acceptable salt, ester or 
amide thereof for use in the treatment or prophylaxis of a disease selected from the group consisting of allergic 
diseases, septicaemia, psoriasis, osteoporosis, ulcerative colitis, diabetes, nephritis, ischemic heart disease, 
Alzheimer's disease and arteriosclerosis. 

30 1 8. The use of a compound of formula (I) according to any one of claims 1 to 5 or a pharmacologically acceptable salt, 
ester or amide thereof in the manufacture of a medicament for the treatment or prophylaxis of diseases which can 
be treated or prevented by inhibiting the production of inflammatory cytokines in a mammal. 

1 9. The use according to claim 1 8 of a compound of formula (I) according to any one of claims 1 to 5 or a pharmaco- 
35 logically acceptable salt, ester or amide thereof in the manufacture of a medicament for inhibiting bone resorption. 

20. The use according to claim 1 8 of a compound of formula (I) according to any one of claims 1 to 5 or a pharmaco- 
logically acceptable salt, ester or amide thereof in the manufacture of a medicament for the treatment or prophylaxis 
of inflammatory diseases. 

40 

21 . The use according to claim 1 8 of a compound of formula (I) according to any one of claims 1 to 5 or a pharmaco- 
logically acceptable salt, ester or amide thereof in the manufacture of a medicament for the treatment or prophylaxis 
of viral diseases. 

<*5 22. The use according to claim 18 of a compound of formula (I) according to any one of claims 1 to 5 or a pharmaco- 
logically acceptable salt, ester or amide thereof in the manufacture of a medicament for relieving pain or pyrexia. 

23. The use according to claim 18 of a compound of formula (I) according to any one of claims 1 to 5 or a pharmaco- 
logically acceptable salt, ester or amide thereof in the manufacture of a medicament for the treatment or prophylaxis 

so of chronic rheumatoid arthritis. 

24. The use according to claim 18 of a compound of formula (I) according to any one of claims 1 to 5 or a pharmaco- 
logically acceptable salt, ester or amide thereof in the manufacture of a medicament for the treatment or prophylaxis 
of osteoarthritis. 



55 



25. The use according to claim 18 of a compound of formula (I) according to any one of claims 1 to 5 or a pharmaco- 
logically acceptable salt, ester or amide thereof in the manufacture of a medicament for the treatment or prophylaxis 
of cancer. 
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26. The use according to claim 1 8 of a compound of formula (I) according to any one of claims 1 to 5 or a pharmaco- 
logically acceptable salt, ester or amide thereof in the manufacture of a medicament for the treatment or prophylaxis 
of hepatitis. 

5 27. The use according to claim 1 8 of a compound of formula (I) according to any one of claims 1 to 5 or a pharmaco- 
logically acceptable salt, ester or amide thereof in the manufacture of a medicament for the treatment or prophylaxis 
of a disease selected from the group consisting of allergic diseases, septicaemia, psoriasis ; osteoporosis, ulcer- 
ative colitis, diabetes, nephritis, ischemic heart disease, Alzheimer's disease and arteriosclerosis. 
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